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# 



RlliS- (CO) h~ (N R a ) j- (CRb = CRC) k -Ar (Hff 
ffi^* R a . R^iVRc J±^-tL^**i4ffi3t L-CtK*^. ^n^yi^ tK^ 

C 2 - 6 7;v^-;«> fi3&S£^LTV>T& «tv>c i _6 7;^^yS, g|& 
i^Ltv^tv^ iv^C 2 - 6 T;^-^t^y§, S3&*£^rUTv*T& «fc 

C y tt 5 t fcli 6 H*«fiKtt*S|**i*i- * ; 

VfipS -L-X-Y L»iiM&£\ tM^tUv>tiJ:^Ci-6 

r;v^v>^ tts^ttv^^ iv^c 2-6 7 r ^^v>afe*fett«ife* 

XiiifM£-£\ -NR7- N -0-, -CO-. -S-> -SO-. -S02~> 
-CO-NR 8-Z-. -C (O) 0-, -NR8-CO-Z-> -NR^-C 
(O) 0-. -NR8-S- -NR8-SO-. -NR 8-S0 2 -Z- - 
NR9-CO-NR10- -NR 9-CS-NR 1 -S (O) m — N R 



[ft 11 • 




(I) 
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11-Z- -C (=NRl 2) -NRl 3-, -OC (O) -OC (0) 
-NRl 4 -l^ii-CH 2 -NR8-COR7 (tMES**, R7, r8 > r9 
, RlO> Rll> R 1 2 , R 1 3^iyfR 1 4|±, ^fL^tm^LLX^mW^ 

% 7mm, wmm*^Lx^xt>x^c i- 6 rwi, «m 

^£^ltv*t & £v>c 2-6 t;v^^;v». *jfeai*^rL'rv»-cfc iv^c 2 - 

bt^t Uv^C 2 -6 r;v^-^t^yi> t^ttT^tt iv^C 1- 
6 r;v^;vf-^-^ e&»£^fLTv>-r £v*c 2 - 6 ta^-**-**, «m 

^^^•LTV^T^) X^C 3-8 y^TMiVS, fi#l*£^FLTV*T & X V*C 

mkm, mm&zmLx^xb x^c 6 1 4 ^wufe^fc**5iK*4fettiitJi 
fc«:ft&$*L-cv*-c*> £v>c i-erwi> em^tLTv^-c^ iv^c 2 -6 

r;i/^--;v^ gm^ttrv^T^ £v*c 2 - 6 t;^^-;v*> W^fox^xi* 
X^C 1-6 7^n^fvl, SI&SfrT^Tk £v>C 3-8 y^nTJK^ 
fi&£*LTV>TS> £v>c 3-8 v^nr;^-;H> e*&£*L-cv*T*> 5 ~ 
1 4 JI&£*£ttXa&*;& gg|£;ft/CV>-C*> £v>C 6 - 1 4^#^^^ 

5^ b&$*itv>t<> j:v^5~i 4M^Mm.mm&^ W&ZtiX\<*Xi> X 

v^7 5yML<(iS:-W-R 1 1 WttCOt fcfiSO.2 ; R 1 

gm$tLTv>r *> x^c 6 - 1 4ttmmM&mm&&z*:i*w»:Z*Lx 

nliO, 1 n 2, 3£fcli4&5fti$|cU n^2l±^ ^EfifcOV ti-e*LW 
®3£LTJii3Sa^£&-L-X-Y£^l*1-&o 

2 ] Cy#5 £ fit ^ 1 SBttOtt^ * L < tt 

/' 
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• • 

[gft&g3] (II) L< 

Mb 2] 

R 1 

5^ Q 1 ~Q 4 t±^-tL-rtateb-r-Nvi-. -cv2= > -n=, -n ( 

-o|i-NVl-i^:li-N = > — N (—0) = £jftH>H-& ; 

Rlfi^;- (CO) h~ (N R a ) j - (CRb = CRC) k -Ar (^fia^tf 

Ra, R b &£V*R c te^tL^M&& LXfcmW^ , ^n^HH^ ^BB. M 

6 7;V^-;l/^ f M^f tt^TUv^C i - 6 T^n^fvi, W.&&*ft 

L-cv^rv^ iv^c 2 -6 t;v^~;v:**vS> fHi^tTV^T^ <tvyC i 

-6T^WtI> IM^t ttv^t ^> i C 2 - 6 ft 
m*£^TLTV>-C& 3 - 8 y^nTH^^i> Wl^*^ LX^X i> X 

v> 5 ~ 1 4 M^^lt*^*, Uv>t^J:v>C6-l4 
Rlbfcfggjt:^ t ?t f±«m*^W LTV^T & X V> 5 ~ 1 4 Ji5§F#M1tfSm:£*£ 
Ar ti§^£^LTV>T& «3:v*C 6 - 1 4 ^#^^b7X^m^*^ fctt 

V 1, v2(i^tt^tatebT^: -L-X-Y (^4>> Li=MM£<S\ -g&*£ 

)V>r- u>&$tzl±W.&&*^LX^Xi> «fcv>c 2-6 T/Mr-VV***!*-*- 
* ; 

X -NR7- -0-. -CO- -S-> - SO- -SO 2 -. 

-CO-NR8-Z-, -C (O) 0-, -NR 8 -CO-Z-, -NR8-C 
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(O) -NR8-S- -NR 8 -SO- -NR8-SO2-Z-, - 

NR 9 ~CO-NR 1 -NR9-CS-NR10- -S (O) m — NR 

11-Z- -C (=NR 12) -NR13- -OC (O) -OC (O) 
-NRl 4_f fcii-CH 2 -NR8-COR7 Oftf^*. R^ R 8 ^ r9 

% rio n rii, R i2 > R i 3^j;^r i 4 {± ^ -estate LTTK^MT- 

Mtuv^t^iv^c 2 -6 r;v^-;i^ mt&S£;£L-cv>-c& £v*C 2 - 
6 r^4r-^*. f iMf UTv>t^ ±v^c i - 6 r;v3^y*, em*=£r^r 

_L£Jk*T & £v*C 2-6 T^-^^r fM^f ttv^T'fc £v*C i - 

^T)v*)v?-*^ til^f itv^TUv>c 2 - 6 T;i/^-^f ti, mm 

m*fcLX^Xi> iv^C 3-8 '>?OTWI, S^S^^TLTV^T^ £v>C 

8t5£*> gms^^rt-cv^T^ iv>c 6_i i^mmkj&Wte£M* tz&W& 

LTV>-Cfc<J:v>C i -6 7Ml/>*tt*U mtiO, U^li2 

C 2 -6T^-^ tt^^tLTV>T^>.i:v^C2-6^ ;1/if -- ;l/ ^ Sl^^tL 
TV*T& iv>C 1-6 7^3^vi, g$&£tLTV>-C& «fcV>C 3-8 v^T^ 

«t v> 5 ~ 1 4 J|^$^»W^, tt&3 ftT v>T J: V* C 6 - 1 4 3§r#iHjfc 

v^-C^> £v*T ^ L< J±^:-W-R 1 1 WfiCOt/iiiSO 2 

L ; R 1 1 t±-€-*L-?*LflKj|3fe«:^LTv>-ct iv^c 1-6 T)V*)vm, 7^/1 

, c 6 - 1 4 ?f ^^^Kitst^ z tz (i 5~i4 m ^■mm.mm&& z^Mt 
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c v 2 = -e ^ ^ gg$£ 3 um<o\t^m i>L<^(D^ttz^tih <D^mm 0 

oJft i fi *i h (D7YM% o 

43 i Q 4 ^- C V 2 =-e&£lf^ 3 faiKO^^t L < Ji*tf>ffl£ fzte^rti J 
Ii*Sl2] Q 3 jJf-CO-tJbH, ^Q2#-NVl-T?*^ ^oQ 1 

lit 3} 



R 1 




(III) 



fe^K Rl|i^- (CO) h - (NR a ) j- (CRb = CRC) k -Ar (fif 
IB^r a N r bis j:tKR c itZti^timiLLXTkmW^ ^n^y^ 
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^^^TLT^TV^ iv^C 2-6 7;v^-;vt^vi, LTV*-C& J: 

v^c 1 _ 6 7^wi> f t*^tttv^U^c 2 - 6 7;v^-;vft 

W&&Z%(LX^Xi>£^C 3 _ 8 y?n7H-;vi, tM^f ttv^ 

-cfc <tv^5~i 4^#^#m#^^ mmm^vx^x i> 6 - 1 4 

5^&jFU A r (ifM^ttV^T^ £v>C 6 - i 4 ^#^<k7jc^^* 
jsXZFkliZti^m&ALlXOttzltl (tztzL, his XXf 2 tfO<Dt%, kit 

ix$>&) zitm-tz) ) xm2fr2>&*M.vfc-?& ; 

7/S, -hnl, ^Vf^y^i, ttM^tLt^t^ iv^C i-6 7J^ 
lHI^tt"Cv^T^ iv^c 1 - 6 7;^^rvi, S#lg£^rL-cv>-ck 

iv>C2-77y;i/i, -CO-NR2a R 2b x -NR 2 b c O-R 2 a £ £ 
(i - NR 2a R 2b^f| ) (prfB^ff> R2afeit;R2b(if^tLli 
LT7X^^^7t{±Sma*^*LTV^T^ iV^C 1-6 T)\>*)Vm* : Mm'tZ>o 

) ; 

Ltt4MirS\ fM^f Ltv^Uv^c 1 - 6 7;v^v>'^ W.&&Z^l>x 

XliJ&|&£\ -NR 7-, -0-> -CO-, -S-> -SO-. -S0 2 -> 
-CO-NR8-Z- -C (O) 0-> -NR8-CO-Z-, -NR 8 -C 
(O) 0-, -NR8-S- -NR 8-S0-, -NR8-SO2-Z-, - 
NR 9-C0-NR 1 -NR 9 -C S-NR 1 -S (O) m -NR 

11-Z- -C (=NR 12) -NR 1 3- N -OC (0) -OC (O) 
-NRl4-J/;(i-CH 2 -NR8-COR7 (Huffish R? % R 8 . R 9 
> R 1 0, r 1 1, R 1 2 N r 1 3 jsi^R 1 4 {4> ^^-etL^LTTK^^ 

„ 7Noy>n^ tKM*. lUI^t Ltv^U^c 1 - 6 7;v^;H, 1I& 
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6 r;v^-;m, fi^Sr^rb-cv^T'fc £v>c i -6 7^3^>i, am*£;f 

f M^Lt^T't iV^C i - 6 7;V^V>i^MU mf*0> lifel±2 

x^c i-er^n^i, g&$*LTv*T*> £v>c 3 -gv'^oTWS, 

Sife$*LTV>T& «fcv*C 3 -gy^TH^ a$&2*LTV>T & «fc v> 5 - 
1 4 *LT v>T £ v> C 6 - 1 4 #*»Ufcft**« 

v>r^iU<{±S:-w-Ri i (^4>> wiicoifciiso 2 ^t; R 1 
i \±ztiz?fiw®&*^\^x^xi$ x^c i -6 T/i^/Hk t^/i, C6- 
i 4^#^^*Sb£*£fc»±5~i 4j|^«*«*»5dfe**i*i-*) t& 

im&M 14] Rd, Re^itfRf ^<t* V^-TtL^— oj&*fc*]K 

im^OM. 15] Rb|fciiRco9 < ^-^^iJST-t* < „ ^o, 

Xtf*JiM§^& ^ tf>o % Y^f tt^t ^ i i - 6 7;^;H, a 
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mm&M^ U&&*^ LX^X i> J; v>C 6 - l 4 ^^ft7K«^*3: fciig 

18] h , j £ X tfk *» 0 "C* *»3ifcE 1-12 v^-ftt^ 1 ^IBWO'fk 
L < ti^O^t fcli-ttLfc cOTKfOtio 

9] L^^tfe{i^^V^»-e^^m^l~l . 

2 0 ] L *»JMif6-C* * 1-18 v>TtL^ 1 ^ffim^jfc^ & L 

2 1] R b £ £ t>V t tz f± R c ***3M£T-*C* & »*3fi 1 ~ 1 3 V*-f*L 

2 2] A r tf*C 6 - 1 4 ^W^t^^^t 14 5 ~ 1 4 
WmSMXh «9 . J&*o, A r dTfBOIltfclfS a fe»3T*t« 1 ~ 3 ®<Dmx 

em^ttrv^T^ £^mx$>hmi£&i ~2 1 v^r i ^ism^b^ l < 
<iWa> (i) raa<fli!»»b>*e>atf^s i~3>no2g-e-?-*L-r . 

*lg&£*LTV>T& £v> (a) Ci-6TWi> (b) Ci_6 7;V3^> 
3k (c) Ci-yT^Vi, (d) (e) (f) C 3 - 

8 y^oTWi> (2) ac^7I^ (3) 7mm, (4) - hnS, ( 

5) v7 7 (6) ; 

<fi&*f£b> Ci-6TWi, ^n>f>^ 7jcm». -bni, vT 

&x$> n , a r *»m^ 2 2 fam^s^*^ a ^^^{f tt^ i~3 mv& 

xwfeztix^xi> £^&x$>2>m?$Mi ~~ 2 l ^-f tt^ l ^ffif^lfr^ i> L 
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0 ^ A r 2 2 |B3R<Offi»36» a ^ &«tf*L* 1 ~ 3 m 

oar-ems *ltv*t *> «t v»afe"c*&it*fi i~2i v^-rtt^ i mmm^t&m 

[it^2 5] Ar^2-t7f;vS, 2 -<*rsW V ;v^£ £te 2 V-f- 
9 > A r &m#m 2 2 fBmott^^ a frbM&tiZ 1~3 

®c7>S-e^m$tLTV>-C^) J:v»ap*C**»^Il -2 1 vvfftjfr 1 ^fBfWVfb-g- 
#7 L < J± •€■ Offi £ ft ib (7)7Xfn%c 

[»3jtg2 6] t»a^ (1) Aoy>fif, ^cBUfe^ilTVry**^* 

i ~3>i@os-e-ett-rttgm$tLrv>-c^ £v>c i _ 6 tk* 
(2) ^ny>g^ ^caafe^i^r^afe^^ftssp^^Jitftt* i ~ 

S'fSO^-e-etL-PtLem^tLT^T^ £V>C i -6 TA'a^rS'lk (3) 
>J£3\ (4) TKBfe&iS.fctf (5) v7yi^f)^^*SII*3|22~2 5 

Wim2 7] *m^a/6 s VNn^>iI^-e^)^)lt^2 2-2 5 v>-f*L^ 1 M 

[gftf 2 8] X**-C0-NR8-Z- -NR8-C0-Z-^fc«-NR 
8-so 2 -Z- RSisi^Z^W^lfem^R 8 ^^^^^^^ 
**i*"t*o ) ■c**>§*t**-c*ait*ni ~2 7 v^-rtt^ 1 ^lai^^b^ 

2 9] R 8 5& s 7fc^^-T*ab^i»^2 8 OflS^ & b < ii^Il^li 
IW^3 0] X^-CO-NH- (CH 2 ) t - ttt0*fcttl*r* 

[ffi^3 1] X*»-NH-C0- (CH 2 ) t - (5£*> t«0£fcttl£ft 
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m*2l3 2 ] Yd*C i - 6 T)V*)V^ C 6 - 1 4^^^^^^ C 
j-ST^a^*, C3-8'>^TWix 5-14 M^^MtSt^ 

1 -3ffl03fe-eitJj|$tLTV*Tt J:v»gt-C*4|f^3Hl -3 1 v>i**L^ 

<iftif a2> (1) TfB<fi&&i£b 2>*»?>atf*tJ6 1~3«0*-C^ 
ft-r*L©&£*L-CV>Tfc iv> (a) Ci-6W^i, (b) C 2 - 6 

(c) (d) C i -6 7^3^^ (e) C 

2 - 7 Tv;v*> (f)T5K», (g) 75/1, (h) C 3 - 8 y^nr;V 

(i) C 3 - 8 y^n7^^i, (j) C 6 -14^tMMI 
3i5«> (k) 5~14 M^«MtSi:£g. (1) C 6 _i 4 T , ;n4r^**3 
J:lT (m) 5-14 M#^#Mm#^S> (2) ^nr^ (3) 7xm* 
% (4) -fn§, (5) y7/ifei^ (6) &£f£ I 

<mmmmb2> ci_ 6 7^s, ^nr«, 7Km*> ->n^ > 

[IIfM[3 3] Y#C3-8^n7W3t, 5^>L<(±6I^ 
fc{± 5 £ fct± 6 M^#M^^^"e^ *) . Y^ff^ 
^3 2&m<nn&&m2L 2frhm&tL& l -3 *ltv*T«> J:v»* 
t?**af^ 1-31 1 ^fam^^b^ t L < tt*0&£ £te-?-*Lt>0 

[iM3 4] Yt& s "7U;v^ t'n^vi, 7x^;H, 

[ft 4] 
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(5fc*K Y2 a[i/-C0NH2J^ii-CH20HT^$tL^Mtl*U 

i-;va££fcfcm&**^LTi/»T*> £v>c i -6 T K*fr&*WifctZ>o ) T 
*fe$*L**-C*0, fro, Yfr\ W^tg|3 2IBftOfttfc*»a 2**?>atf*L* 
1 ~3-B^-eS^$tLTV^-r*> J:v»afe-C*«»*R1 ~3 l w-f frfr l :giE$£ 

[iM3 5] Y^-7';;«t/i{±^^^;V'* : e^) J 9> fro, YfrHf^3 2fB 

tOfli^a 2frf>^{ftt^> 1-311 03fet?*«l$tLTV^-Ct iV*3feT?**|ff 

3tgi 1-31 v>i*tLfr i ^iafto-fk^ & l < \t^<Dm.t tz\t^h<D^mso 

imimz 6 ] «!fc*^a 2 fr ( 1 ) TIB<**3fe^b 2 >fr 1 ~ 3 
m<om-C J tfl j eflM.^flX^Xi> «£v> (a) Ci-67;WH> (b) Ci 
_ 6 7;V3^'>i, (c) Ci- 7 7^H> (d)T5K3fe, (e) 
„ (f) C 3 -8^^aTWI, (2) VNnyyJBFK (3) tK^*. (4 
) ^bnl, (5) vT/il3j:{; (6) * 71/ ->A/*fr fcaiTT?* *) , < 

©&*S£b 2 >fr c i - 6 7** /Us, ^nyy^ Tfcgfclk -fn^ 
7y^i^;v^y»?)^*^*ffltJ|3 2-3 5v^-ftLfri^IB 

[»*a3 7] tiifa2i« (1) Ci-67^f>^ (2) ^DyvJI 

^ (3) i/Yym*b%&mT-$>2>m-%m.3 2-3 5 v*-r*tfr 1 «ib«o^ 

i»*S3 9] tt^i, 3t fctti 3fam^b^^L<ii-eomt7t(±^-tL 
5>©*!fti*mu«f4c-j u nr^y*^ 1 ; vm-fb^ (JNK) 

b<r>imW*^\^~C*Z> c- J u n7 5-/5tdiV >BMK»*1 (JNK1) , 
c-Jun7^*Sr/Wf 2 (JNK2) *3 ilT/S fcli c - J u nT 
5y5fc»iJ>BltffcB8R3 (JNK 3) <Z>MfiWo 
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mm, tizmmm&mmm, &mm.im* tz^mwm&mvtemmzfziz 
h <oimm<Dmc i &.m^ &&&&&& <t v t /tizimigmn.m&<ommtiz& 

¥ffi<Dtztb<D$im 0 

b<Mmm*. c-jun75;w«it (jnk) <Dm.mi&r&*m 

[11^4 6] |feft**T^y^>f*r-^ ^>^>h>^#i 

tmLtzm^o 

[«*I4 7]flt«K 3 ttzitl 3%m<Dtt&®i> L<l* J t<7>m.*tzl**;n . 

mm 3 (jnk 3) mm&tfto*:&B> 

h (0^mt»ff>mmm±^Mk *:J8M&fcSfcM-* -ttJ:^ c-Jun7U* 

, ffimm&mmmtm, ^^mtmttz\mwbmm&Mx-h^m^^2,\z 
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[0 0 0 1] 
[0 0 0 2] 

m*^#] 

Mitogen-activated protein kinase (J^T\ TMAPKJ t^do) 

L r £*5S fctfcftl muv^ 0 ni?L«j n »t * M A p K n Jto 

— -tf t LTJi> extracellular signal- regulation kinase (ERK 

K p 3 8> c-Jun amino-terminal kinase (JNK ;^«SAPK (=stres 
s-act ivated protein kinase) t i> m&iZ ) <0 3 &&&& < & h *iX 0 S 
APKIi^y h#>«bjI,v^vf$*L£ J NKOffi^t'^f)> ^isoformSNWS 
"t* J NKOisoform^O-ttt-rtL^LT 9 0 %&±m^*T $ SWMWtQk 
&LX\t*Z>Z.ttf%abtlX^2> (Nature, 369, 156, 1994) 0 jfr^KfcoTMA 

pkkh-w zmmm^&g-WLm&zti, -e*u;:#v>ERK. P 3 8. jnk 

?BS^a (TNF-ff) ^>^-n^^r>-l (IL-1) hV^oWf* 
^■*>, heat shock> mft-Jt (UV) > XI, hV^SHi: 

•f^m^^«^fK^l^i:#x.«btLTV^ (Science, 270, 1326, 1995) 0 JN 
Kti, c- J u nON^SgOS e r 6 3feitfS e r 7 3 >Bfcflr#-& 
L-fJLtB $ fitzff (Nature, 353, 670, 1991) . 5E£-efiA T F - 2 ^E 1 k - 

ftotl>5 (EMB0J., 15, 2760, 1996) „ JNKPiJNKU JNK 2, J 
N K 3 (O 3 mmifrfftelr ^>oJNKli3J:U f JNK2{i^ ^«tM L T 
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# • 

SOKStU J NK3 liJJ8lCi3V>T#fciiSV>#&5l&^- (Neuron, 14, 67, 1995 
; Neuron, 22, 667, 1999) « JNK1, $>2>\/*& J NK 2 <D J yjrT*? ^"7") 
^fftHiat, ^.ttfjCT) J N K liTtt^^^ 
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&«i$*Lt"v>&j&* (Nature 407, 802, 2000) . £ft&0£&*^/MttW*JHV> 
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y>ttft»*3 (jnk 3) ^law^ijo 

4 1) 1) , 3) ifelil3) tm<D<tt&mi> L 1zit*tlh<Dfr%\ 

iimu^s asm t tz imfc&mmvfemm * tz it^mMo 
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#02 003-000153 



^~ C J 31/ 




# 



42) 1) „ 3) Ztztel 3) IBftO'ffrfrW'b L<(i^^t^ti^tL<b07K^n 
4 3) 1) , 3) £fcttl3) |B«0<b'6**L<tt«€-Ott*fett-e-*tfeO*flI 

44) i) . 3) ifci*i3) fsm^Ht^k l< fc*±*-*LS><7>7k?n 

4 5) 1) , 3) ifclJ13) fB^OflS^t t< i±^<^>m*/i^-?-tL<b07K^D 
c-JunT^*ST^« (JNK) 

4 6) gUftd'TJl'y^'fv — fa ^*>VV3d, ?\y*f-Z/ h ^33p5^#^ ^H$f 



4 7) 1) > 3) f7t»il3) fBm^b^^ L< fi-eo^f fc»±**LfcO**Q 
4 8) 1) , 3) *fettl3) IB«O>fb^«»feL<«^«[ty5:»±**tt,<07K^P 

imm (jnk) oBa#*«*»ft*uft> ' fcii#Mtt 



[0 0 0 7] 
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[0 0 0 8] 
[0 0 0 9] 

*mWfflWK&lf%> TJNKJ fcli. c-Jun^WfON*pi*^r/ 
Mrt-&S£lt&^U Miti J NK 1 , JNK2, J N K 3 . ^&*f «b fr£o 
J.NKPiJNKl, JNK2. J N K 3 <T> 3 Wfc&ft&t %> o JNKl^i^ 
J N K 2 t±J& if OjS.ii"CflS LTV> U JNK3lil fci$v»T#fcII&v* 

f^SSr^***. (Neuron, 14, 67, 1995; Neuron, 22, 667, 1999) „ 
[0 0 10] 

[0 0 11] 
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# • 

[0012] 

*v> 0 ftot, j«fMlrirtlrfcWU dHF-rtK^J^*^ **.^*** tt ** J: 

[0 0 13] 
[0 0 14] 

[0 0 15] 

s ec-7« tert-Wl, n-'O***. 1. l-V***? 
n^i, l, 2, 2-^f^ne;v£, 1 -* 

f-;V7°ntf;v*, i-^;v-2-^^-^7°atf;vS. 1. 1-, 



ffliE# 2003-3051300 



#02003-000153 ' 34/ 

m • 

i, 3-^^v^;v^ 2, a-***-*-/*-*** 2-^;v 
^vgfe, 2-^;v*>?-^ 3 m^fhfi, 

^;v», iso-Wi, sec-"/***. tert-^H> n-^> 
[0 0 16] 

)vm, i-7°n^-;Hk >fv^n^)Hh 2 

!_yn^;^ 3 -^^-l-^n^;v^ 2-^^-2-^ 
3 -^f-^-2-^oU-;vS, 1 -rt^^> 2-^-*** 3- 
l-^/fx;H, i-^^H, l, 3— 

[0 0 17] 

l-^e-^ i 2-y^-^ 3- 

2 _^ f . ;v _ 3 _- /nl >~;vx > i-^>^~;v*> i-^rV~;v^ l, 3 

[0 0 18] 

ev>i, xfjufw/i, i. i-i^;K^v>2k i, 2-**w 
w/i, 2 -^f-;vh^^v>*> 1. i-^^H^f^rf7 
rn-vy^ 1, 



ffi»E#2 003-3051300 



mm 2003-000153 



35/ 



[0 0 1 91 

*mwm&K&^xm^2> \c2-e>y^^- VZ/ ^ titmm^m rc 2 -6 

*»»H»±«x.»f, If-l^S, ^n^W^ ^^K/ 

Sfei:jSF4U<ttl f 2-e-V>*> 1, 3- 

[0 0 2 0] 

*mmmmK&^xm^z> \c 2 -s"? )V *- x ' y ^ t\munz.m?> rc 2 - 

U if-w/*, ^e-W/i, 

[0 0 2 1] 

7*>vm, v^n^v^;v*. ^u^*~>;v3£> v^n'v^/Hk ~>*n* 
[0 0 2 2] 

<D timm=f"?M& 2 M C 3 - 8 -> * n T * f - «r m L , « *. * o ^ > 
[0 0 2 3] 



tBIE#2 003-3051300 



&m 2003-000153 



^-v : 36/ 



tf*v3fe> n-7>^i> iso-^Kyi, sec-r^vi, ter 
t _^h^v^ n -^>^^^^^^ iso-^fH^I, sec- 
^>f-;v^^v^ n — .*V*v3ik iso-A^yi> 1, \-*J* + 
^n^V^vi, 1, 2 2, 

1 _^ ;v _2-^^;v7 p n*^v^ 1, 1, 

1, 1, 2-h i ;^^^'7 0 n*^v^ 1, i-> ? ^^;v^> i ^>^ i» 2 - 

^f;^>^^ 2, 2-^^^*^ 2, 3-^f^>*V 

[0 0 2 4] 
[0 0 2 5] 

3WRw*B»tw*v*Tfflv^ rc 2 -6^^- ;v ^ :t *- 1 rc 2 

[0 0 2 6] 
[0 0 2 7] 

f4iic^^r^$tt& rc 2 — 7 t->^v^j t\±mvmM<n rci-6^ 



{iifiE#2 003-3051300 
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^-v : 37/ 



[0 0 2 8] 

i 8 o-^^*^)H, n -^f-;v*;w^-f iso 
^;v&, 1, 2-^^7°n^2nw^'f;v^ 2, 
#;w^^;v», i_jr:^;v-2-^^;V7 p nif;v*;w^-f;v^ 1, 1, 2 

^^;v^;v#;w^;v3ik l, 2-i^^^*#^^^ 2 ' 
2 _^^;vy^;v#;w^;v£k l, 3 -i^f-;v7^;v#;w^ ;vik 

[0 0 2 9] 

1, 1 wo^*^-W^ 1. 2-vp<?-^*^ 



{iilE#2 003-3051300 
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m • 

^~>2fe> 1 -xf ;k 2 - ^f ;i/ynt';v^;v^^t^yl, 1, 1, 2-h 

l <f-)Vjj )Vtf—)Vjr*-s^ 2 - ^f;vyf^*JV^^t^rv' 
S % 1, l - y^f ;v*;v^;vt^yS, 1, 2 — jv 
^xjvt^vi, 2, 2-^^f^7*f^*^x;vt^yi, 1, 3-v^f" 
;v7f;v*;v#-;vt^yi, 2, 3 -^f-^^v*;^-^*^^ 2 
— jc^-;vy^;i/^;l/^^-;l/^-^r->^ 2 - ^f ^^Vf ^*^^x;l/t^y^ 

[0 0 3 0] 

, i so-^ntf;^^*^;^ n-^;v^;v^-;v^ iso-rw 
;W*^;l/^ s e c - -ff-frTs — t e r t -^f^A/*-^ n 

-^^^•;vx;v^^;v^ l, i-y^f;v^ne;vx;v^x;H, i, 2-v 
^f-;i^-7°n 2, 2 - ^)Vy°u )V*—)vm, 1 

?-)V7°u tf;v^;i/* — 2 — z-?-)i>7°u — ;H£, n-A^y;w 

i 2 -^^-;v"/n 1 --x-f-;i/- 2 - 

^^-^.yntr^^^^^;^ l, l, 2- h'J ^^-;v*/ntf;v^;v^— ;HI> 
1 -^n e^ynbfjvj*;!/^— i — 2-^ 

1, 1 -V ^^)^ff-)V7,)V^=.)vm, 1, 2->Mf- 
)V7*^-)\/?s)V*~)Vm, 2, 2 -^^V"/?-^*^*-^^ 1, 
)V7*i-)V7,)V*~)Vm, 2, 3 - y^f;V/f^^*-^ 2-^^-ff- 

[0 0 3 1] 
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: 39/ 



n -^^x;v7^;v^ 1. l-^^rnf;^ 
;P7 ^-;vi, 1, 2-***A'^ntf>io*A'7*-**, 2, 2-?*Wf 

;^;U7^^ n-^v^;V7^;Vi, 1 " * 2 
MfrTsKVi-Km. l-if^-2-^^7-nii>^^7^-^ 1, 1 

l-y^f;V7-f^;V7^^ 1, 2-V*W7**'X*'7 4- n '** 

2, 2-v*Wf+*'W4 -;vlfe> 1, *-^^^^^7-f-^ 
2, 3-^WW^7^^ 2-xf;v7*f^^^7^;vi 

[0 0 3 2] 

***** n-7*nt>fti, iso-T'ntWi, n- 

i so-7-f)Vf^ s ec-7fiV^I, t e r t -7^ 
n-^f-***** 1» i-s;^f;^tit>fti, 1, 2-v 
***7ntf***Hk 2, 2-^^f^nb>f^ i-xf;^n't> 
2-if^7-nif;VftI> n -A^yiVftl> 1 2 

f;v^ot!;vftS, 1 -if-^- 2 -p<f-;V7W;W^3£k l, 1, 2-h 
2, 3-v^f-^-T*^^^^ 2 -^;v7^;v^^^ 2 -*^V^ 



tHfE# 2003-3051300 
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[0 0 3 31 

rc 6 -i43W*aft^3W^J k,t - 64v>lu * 

tt 2 - 7- "7 ? ;v^-e ab & o 

[0 0 3 4] 

*iwiti^v^fflv^ rc 6 -i 4T i ;n^i/«j fcttmiB^o rc 6 - 

[0 0 3 5] 

*s^«B#t*^*t* rs~i A^mmwm$M\ amm*. mmm* 

v;v^. ev^^ tfi;**-** tf?*-**, HJTVV^ f 

> 5 >/ij ^/fj r vv ay'j >r 5 

^s?v;>v*. >f>K';;H, ^y^fvKv^ ^f>pj^*, 7* 1 ;- 
^ ^- 7 ^i;^;v^ *7^/';-*i?> 



ttiiE# 2003-3051300 
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i;;vs> ^ ; 4) 2m^±^nm.mw^^^x^^^mm.mw^:&t t-a± 

f7V M j;V i i ^v^-rw;v*, ^>7fTyj/Hh ^vXfr^rvv^ 

[0 0 3 6] 

*mmmmfc&^xm^2> r 5 ~ 1 4 

1) W*<!>*«r«Mtf*«W , 5~14«i-C*5 

3) ■ at4J^*n/^i^** i ~-3i@^wr^ J:w- 

4) -m^^fc^H^^^^'I*^^^**^ 1 *^^ 0 s*at 
* N tf^9^^36. t^^Jy^ ^f5r/';^*> 

[0 0 3 7] 



ffl|E# 2003-3051300 



#g|2 0 0 3-0 0 0 1 5 3 42/ 




yfyZfJvm, i-y?Vz?=-^&> Sf-SttV*** *W)~A&> 
^ m Mjy^H, ^^y^^~;v3k ^^fyy^H, 

turn. ^^fTyT^JiH, -iy*^/';**, 79f^ 

^>v*7'j;H> >f>Ku^*. ^yxy^jk ^^/y * 
0ff*L<tt7'JA^ f-^v*. ^>v*fx^n, ^yyyy;v«^W 

[0 0 3 8] 

v^))vm, \£W)»m* i,2, tfy***, *yr* 

ey^^;v«, ^y^ivi. f^r^-^ 7';;H, *.x-/u* 
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[0 0 3 9] 

1, 2, 3 - > y rvy;H£, 7v^i> *3r-9-v*y;i^ 

[0 0 4 0] 

aeSWK^fc J: CHBMC^* h h 1 «&±/£/^fc & 

v>-2-^^--f ;v^^^i*i-^o r5fcL<ti6JI^«&tt*3ltl 

[0 0 4 1] 
[0 0 4 2] 

#K9§jffl#£#v»Tffiv>£ K*J ^-CO-NH 2 tIfe^WS 

^T^B^ o 

[0 0 4 3] 
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m • 

[0 0 4 4] 
[0 0 4 51 

:WSiffl#K*3V>T fflv*£ ren y ;v*J £ t± 1 - en y 2 - en y 

t ^{±3 - en y jvm&im. u t < tt 2 - en u )vm^&z>o 

[0 0 4 6] 

7 > - 2 - - f ^if fclif h 7 t Kn 7 7 > - 3 - - f t> 0fL<5± 

[0 0 4 7] 

#KWi!ffl#fc:i3V*-Cffiv*&- [> b 9t Knft7i> — Ov3£J fc-JiT h 7 e K 
nft7xV-2-^fJVi^ fh7tFDft7x>-3— f;H^t*U £P 
Jl<ttff7ii Foft7x>-2-^;Ht^^ 0 
[0 0 4 8] 

■^IMtf^v^fflv^ rvfnW— >HfeJ tt±l-eny y-;^, 2-tf 
n y ^jUI 3 - en y v-;vS£t:iJfcU UJL<li2- en y v?~;i/ 

[0 0 4 9] 

^M^0#t-*5V^TfflV^ rt b 7 t KC7 5> - 2 - t V-'f ^SJ fct±T-h 
?t KH7 7>- 2 - 3 - >f rh7HKn77>'-2-t , /-4- 

^f^il/:liff7t Kn7'7>-2-*>-5->f;^MU #?£L< tt 
ff7t Kn77>-2-t>-5-^Mt^§ 0 
[0 0 5 0] 

2-*>-l-4 eny v>-2-*>-3--Oi^> tfn'j^>-2- 

n vj y7-2-t7 - 5 -^f;l/*"C**o 



2003-3051300 
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[0 0 5 1] 

3-^1;^ 7-*^ 

Mb 2 1] 






y2b y 2c 

Y 2a, Y2b^itfY2c|itMTlB^fcn*«*** , ***o 

1^2 2] 
o 

/ % 
Ph H 

-e^ t> $ n %> \f h fi & o 

[0 0 5 2] 

[0 0 5 3] 

(1) ^ny^JK^ 

Wz-tfyy^^ **«t^ jfc*®^ a***K ; 

(2) 7xm*; 

(3) vr;i; 

(4) -I^nl; 

ffiiE# 2003-3051300 
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(5) fc/nj^v/Hfe ; 

(6) rvl; 

(7) c i- 6 t;v« 

, 2-y^Wnlf;vi, 2, 2 - V* Wf* * l-^^ Dt ' jV 

(8) C2-6W^S 

) ; 

(9) 0 2-6^^* 

(^x.tf^^"^»> i--r^-;v^- 

do) c 3 _ 8 v^nr;v^;v* 

v^n^T^v^ 5/ put W) ; 

(11) C3-8'>^°TH^^i 

-l-^K^DW-3-^K 1, 3-v^^^xv-l-^K 
v^n^>7->-l--f;W v^n^>-T->—3-^;K v^n^>r>-4- 
>f/K 1, 3 -i/^u^y9 9 J^y- 1 -W;K 1, 3-v^n^^^^>- 

, -;,?n^*-fe^-3— OK v^n-^-fey-4-^K 1, 3-V*n^* 
^.xv-l-^K 1, 3 -v*n^9-^v-2--OK 1, 3-v*n 
^-9-^>-5-^;K 1, 4-v^n^^^>-3—f;v, 1, 4->- 
^n^^-^-^^- 1 -4 ^> SO ♦ 
(1 2) C i- 6 7;V3^y§ 



miE# 2003-3051300 



1 2 0 0 3 - 0 0 0 1 5 3 _ ^ • 47/ 



tert-n^/l, n-"*^****** iso-^/W^ 
x -v^^-^T'nif^^^v^ 1, 2-v^^;V7"n#^v^ 2, 2-V 
(13) Ci-6TH-W^vi 

S-^f^-l-^n^t^y^ 2 -^;v-2-7 p n^~;v**~>^ 

> m ; 

(i 4) c i-er^^fti 

n-^f^t^ i s o--7^^^^*> s e c -T^A^*^ t 
e r t-7?-A^*3&. n-^>^^^*> 1, l-^^^ntf^** 
1, 2-v^f-;v7 p nlf;wf-^^ 2, 2-v>^f-;V7 p aif;v^^*. 1 

(15) Ci-67^-;vftI 

2-^n^;vftI> i 2-77-~A-?-:«> 3-7r~ 

l-^x-A/?-*^ i-^*-t~;v^^ l, 3-^^>^ 
ji^Vf-*^ 1, 6 -A.^f>y'i-;i/fti> ^) ; 

(16) C i_i 4 T i ;n^>'* 



ffiSE#2 003-3051300 
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# 



48/ 



(17) C2-7Ty;H 

(is) c 6 - 1 4 ^MfiHk&mmftm. 
(19) 5~i4 mw^mmmtymm^M 

(tfiJxJfl) tfni;^;v^ N tfn-VV^*, ^'J^S, b 0 ^^v;«. 
tf-5}-7^H ; 

2) try K>**fc»#S*L&*; 

3) -7*;W< m> **->>>f 3 KSft, *o|fr&3l*&»*3*L;&ak 3s) ; 
(2 0) 5-1 4jt£#jfc*f*ab*;3fe 

<f ^ /w2k ^ 5 rvv -f > KU ;v* 

(21) T ^ FS> 

(22) c x-emmmmtymm^m^mtLx^-r^^^^^m, 

(2 3) .X;l/*^T^ 

(2 4) Ci_6 7;W*;w^^;H, 
(2 5) Ci- 6 T;^^y*;^i;H, 
(2 6) Ci-6Tm*M-W^yI, 
(2 7) Ci-6r^x;Kt-;vi, 
(2 8) Ci-6 7^^^7^^Vi, 
(2 9) 
(3 0) ^ 



tBliE# 2003-3051300 
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^-v: 49/ 



# 



Ut2 3] 



o 



,11a 



R 



,10a 



(3 1) A 
lit 2 4] 



^<7>^&&f£>*L, ^TOIB#lc43lt^> rgmS^^tTV>T^ iv^J fc|± x d 

(6) ~ (2 3) \Z%>nhT*;^ Ci-6W^ C 2 -6^^-^ 
C2-6W-^ C 3 - 8 y^n7Wi, C 3 - g 




o 



(3 2) ^ 
Kb 2 5] 




aj|E# 2003-3051300 



#M 2003-000153 ^ ^— 5> : 50/ 

C 6 - 1 4 #^Jfe*bfc*8*5S*> 5-14 M#^#^^b7X*m^*^ 
7^f* 5 ~ 1 4 M^#^^#^*> T< F3In c i - 6 JI&IM^b7X^**«m 



( 1 ) ~ (23) ^f3Sc<7) 




(a) 7Nn^^lI^ 




(b) 7jc^S> 




(c) ^r/s, 




(d) -bni, 




(e) 77 




( f ) T ^ J ^ 




(s) Ci -rT^^;^ 




(h) C9-fi7;v^-^;H, 




(i) c ? _ a t;v^t— ;v^> 




(i) C?-»y^D7 /u^/H*. 


■ 


(k) Cq-sy^nTH^^i, 




(1) Ci-fi7;v3+vi, 




(m) C i — a T ;V^r ^;l/^^r 




(n) Ci - a T^^V^^S^ 




(0) Ci ckY )V^r^)V^±^ 

\ KJ / 1 O ' ✓ ^ err > 




(d) Ci— 1 aTUH^t viik 




fn) Co 7 7y 








(s) 5 ~ 1 4 m.W^^mJK^7^Wm^\iM 


- 


( t ) 5~14 jt^^lgitit:^ 




(u) T ^ KUk 




( v ) ci-eBia^R'fbTK^^ama 




(w) *;v*>T^ K*^£>&&8M^3l 


itfttj?. 1 ~4ffl^*-eam^ttTv^T 


UK 




[0 0 5 4] 
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^-y : 51/ 



(a-1) ^ny^JETx 
(a-2) 7fcg£&, 

(a -3) -h;/^ 

( a _ 4 ) ^*L-r*t i ~ 3 m^v^m** tz^m^xw^ tix^x & * v> 

, Ci_ 6 TWi, C2-67^-^ C 2 -6^ ;v ^-=- ;l/ ^ C 3- 

( a - 5 ) C 6 - 1 0 3!r#iWfefl**fll5». 

(a-6) 5~14Mflt»S 

(a-7) 5-1 4M^^:*. 

(a -8) fc/ntf*^^ 

(a- 9) h'J7^n^f^' 

(a-10) 

(a-11) Ci-6T^^^v*^ v ^ 

(a-1 2) C 2 -7^> ;V *> 
( a -13) 

(a-1 4) Ci-67^^^^^> 
(a-1 5) 

(a-1 6) Ci-6T^Wi, 
(a - 1 7) -fnis 

(a - 18) 

(a-19)* 
Hfc2 6] 



o 




R 



,10a 
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(a-2 0) * 
Mb 2 7] 




10a 



O 



(a-2 1) ^ 
Hfc2 8] 



r 1 0 a £ £ R 1 1 a ii-ett-TtL^ bTTK^M^-t fctiC l - 6 7 

( a - 1) ^u^nt^ 
(a-2) 

(a-3) -hV;v&> 

( a - 4 ) 1 ~ 3 flAD ^^JR^t fett*Bfc*-Clt*« tvrv^T *> J: v> 

(a - 1 7) -hog, 
(a-1 9) ^ 
Mb 2 9] 



^ > R 1 0 ajsitfR 1 1 aji^-^MteLTTK^^-^^^C i - 6^ ;V 




o 




R 



,10a 
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^2 



(a-2 0) ^ 
Mt3 0] 




R 10a 



o 



[0 0 5 5] 

c 3 _ 8 v^w^ ci-ew^i, 

[0 0 5 6] 
[0 0 5 7] 

*mmfrfrz>mtt (i) ~ (in) x^KMt&m<o-mb%&)m*vxT 
s^ako^ ^isl^m-^ (id zlv an) nov>r*a«»=aw 

^xit—mjZ: (n) xtf (in) rcovvcfcSa&£j£ffl$*L& 0 

[0 0 5 8] 

Mb 3 1] 



(I) 
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m • 

- A * fc* v*Ttt*'fc UT« *tT v»* V ttWCff* LT t J: v> L 

U jff*L<tt77**?tl*t4. T3tti«»f, J««*4;fcli3** 
«****U jfil<l^»^:^^»^* ta ° Pro, Pr 
o Hi********.. J.J 1 , J 2B«i:lRSS*i4v^ **l**i»2: 

r 0 0 5 9 1 



i) Alkyllithium or 
Lithium amide 

ii) R 1 -CHO . 



HO 





Ht3 2]'" 
1 

H 2 NNH 2 , H 2 0 



Tf^^n [2. 2. 0] N, N, N' , N' -fh^^f^f 

fc, 'jf9A7? KfcbTtt, «*.I*'J ****** V/nt?;vT< h\ 

£fc\iE#2 003-3051300 
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2, 2, 6, 6 - f h 5 JW^U ^ Wfflv^iiSo »<SEi: tt(i> RJS 
^2©r;^-;v fcflMW * flMBW fc t r tt. « *. WOWfc-* > # > . HlMfc 

3£, tK?yv— ^»^*ft3*&RJ£*^ tevtig-efi 1 Kt^^^ 

[0 0 6 0] 
Ift3 3] 

R 1 -Met-Hal or 

2 i)AlkyUithium or t2 \-^~ > \ RjMet 

T YtTUa Lithiumamide 1°* r^ B " HO 

^Jl^W- inR i. CH o ohC*^ 
1 4 
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#M 2003-000153 



s>: 56/ 



N r y - ;^ y -f - * a t tz iz&m^ vyyTv^frt~$-z>zt x&m \z.m^rt %> z 

T;v^r *f-*7 A £: LTJi, «x.tfn-^/uy A, sec- 

f0 0 6 11 



Kb 3 4 ] 

OHC 



Protection 



6 



Pro 



T 3 



ft. 



Suzuki-coupling 

R 1 -B(OH) 2 
Heck-coupring 

H(CR b =CR c )Ar 
Stille-coupling 
R 1 -SnJ 1 3 



Pro 



Cy j-$ B Deprotection n' 





(I) 
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#Ig 2 0 0 3-0 0 0 1 5 3 ^ v I 57/ 



E°9V*-;V3 -^^#^it^L^b^8 (i^ T'J-^D^iiOS u z 
uk i UvW V^tfcliT'J-A/h'JT^^ftiJS till eKt&fc 
J:^«3tT?S*o #i:3-tof-V>i (h=j=0, k=l) £^1" 
%>ik&® 8 i±> Suzuki*^r/ ^WlC & , 7 KM U*^ V >g 

Mf^He c kKl&KXZfi v^V >^:io't«Iti^o 3-^^V 

2, 2' -7VyMV7fn^h'j;K VM^O^^^^PS^Jt 
(i, MC^Ltl. 0 54v»Ll. 2^are&& 0 IltLttt R^l'M-^ 

y^f;^;i/*^ryK v^^WMT^ K^^tf^tt^o RJSi^E^ M 

l&<D$m&t ttlis 0Ox.tf t e r t-yh^y*;v^JVi, p - h 
yj*;^-;!^ bUf^i, ^ h^rv^^;i/S^^f bti%> 0 tert-7 

lfc-£-^7 6h^-tert- Wy*- sK* - > & & v*li p - > 

„ -eolt!lIf*n.^-;K 7-fc h-h V>K iS*^)}/*))/**^ Y\ *J ff-)V*)V& 
7 ^ K^£^*t& 0 RSSJgte, ®S0 0 C^v^Li#«0^»J^T^^o 
h V ilFn^fy^ ^<t>^T> -fb^ 6t^n 



mSE#2 003-3051300 



#12 0 0 3-0 0 0 1 5 3 ^ ^-5? I 58/ 

^»^75 ft* o RJSi&SEtt* -2 0 

H e c kfia&i:«v»4»fll*V7^ Suzuki*^') V^KJB 

, v , Jf7 ^ fctifc*^ a y 7 T y - * bfc*, * ^>V7WJ: Rife S 

fcUTtt. ^Uffn-^^w;^^ sec-WJff'^ t e r t -7 
7xi^'Jf7AWv>t,jL, ^RtlSU*CN, N, N' , N 

«tffclKfcS*LfcV^ mtfv^^V^'-^K fh9HFD77A 

^l3it^So flfctflM**?^** (II) > 

nnWh'J7x-W7r^7^A (II) ? ff5^ 
^ 7/f y) /^v^A (0) ****»fML*. tttt*>ttffi*tt, JK«.JC#L-C 
|&5%*A/-C*4o i&KKl*&CT. »|02««mX7-f>Ett ; F, «^-tf 
Hj-ter 1-7*^7^/, 2- (v- t e r t -7W^7^ 
) tf-7i~;K 2- (yv^n^J/;^^?^ /) ^7i-;K H j 7 ^ ~ 



ffi|E#2 003-3051300 



2003-000153 ^ : 59/ 

# • 

>^A, WH-J-hU^A, JW* 1 ^^ JOHs^^A, 7 9ft*y)Am«f 

fffe*L*o RjSMtt-2.0r*&vvtt»SO»t««^**o- t e r t 

To o fi 21 



ffi|SE#2 003-3051 3 0 0 



SfcM 2 0 0 3 



0 0 0 15 3 



^— 5? : 60/ 



Mb 3 5] 

ProNH. x-— \ i)R 1 CHO, Base H 2*» 



10 



Formylation 



i 



Deprotection 



QNaNQ 2 ,H + | 
ii)Reduction 



0 NaN0 2 /HBF 4 
sH) Thermolysis 



. ProNH 



i) R 1 -Met-Ha1 or ProHN 



OHC^ Nsv ^ 



ii) Oxidation 





ii 12 

^ 7 ^ n > > 1 0 ^^T^Mlxtl.- 0 
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{ ftti (id *atfttn (id &^i7ci.^^^-t-eM$tL> -tt 
i:»^v^tu (i) nmhft&o mmmtLxit, 

fcioftK * K^>T~Mrr*-«> (I) ^ 

Ba 1 t z-Sch i emannWPf^, - 
i e m a n n WSttft** 1 0 fcffiSWW- VT? 

tMt ^ iHtl^c VTV-V AttOJ|L**»ffll»ft*ft'tt«Mt«i* 
ro n 6 31 



ft«t#fc**-m «as^»±^*Le,niR5fe$*u&'bo-c»ift^o 
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m • 

JO 0 6 41 
Hfc3 6] 




15 (I I) -a 



T?8Mrt-*£fcfc*<K (ID -a***t&-fc#-C&*o 

xtfj. Org. Chem. 1 9 8 3, 4 8, 1 3 7 5f^^iM^ 

3RrtKh'JxW5^1, 8-;Wv?n [5. 4. 0] <r>r-7- 

fflSE# 2003-3051300 



2003-000153 A • 63 / 



^D^rA *un*;vA, 1, 2 -v*uu 

•cat. ***smv)y, ***sMfcv>. &ii:-^>OK m>ffcp-h^>* 
juwmvhMo fusmmt Lx^Km^m-^L^mmx^m^m^ 

©saw* * y ***r ^ - fc * 

T * n n mm*- T * . «ft P ~ 1* ;V ^ * ;v * - * * * * ^ fc lC * 0 * 
TO 0 6 51 
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^->>: 64/ 



[ft 3 7.1 




Protection 



Pro 




i) Peroxide 

ii) V 

HI) Deprotection 




16 17 (H)-a 

ro 0 6 61 
Mt3 8] 



i) Peroxide 

ii) Halogenation 



i) Peroxide 

ii) V 



Reduction 
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#M 20 03-000153 



65/ 



timmm^bti, ^m^mm^ wM^ML3^bi ommxh&o rj*» 



TO 0 6 71 
[ft 3 9] 




i) Protection 

ii) Peroxide 
Halogenation Pro 

N 




i) Peroxide 

ii) V 

iii) Reduction 

iv) Deprotection 




16 



20 



(I I) -a 



4 Lv^MliAiJWM^rtlMt*^^*-^*^***^^ «^& 7 
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^-vl 66/ 



fQ 0 6 81 

Mb 4 o] 



^n^S^^flCt^LTT^'J >2 1 ^-e§&o T^ i ;>'2 1 

W:— 0, Ht7? ><7)V^tfe^)oT^#t'PS^$^^V^^ iftt L<(i 

2 0 4rr-U >2 l<^tm&1r2>Z.t&-e£2>o 

bti&o H y >Of fflifiif 1 t^ilt\ BLBUmiZ, ®HtMS& 




20 



2) Reduction 



21 



fcBIE#2 003-3051300 



#12003-000153 

# 



: 67/ 



•jaiai-a - fciF-cs, «ffl*ttJR ft^u i t»«»t?**o 

m 0 6 91 

& i o 
Mb4i] 




: q-o 



Pro 

(J 1 CO)20 , N 




22 



23 



i) H 3 0 + 

ii) Deprotection ^ 
(I I) -b 



Mjf^ & 6 ^-CSiai S *L* N - * * -> K 2 2 t±> 5 L < „ N 

k >ik&m (ii) -b^^<-t^-e^c jn*5MMft*fc L-aiffim, a 



ttiiE# 2003-3051300 



ij#j2 003-000153 ^ ^- v 

ro o 7oi 

Hb4 2] 




MLTt1#1 ^v^L3ilt^)l)a /Nn^Xb^Jt LT{iJlira> ^#^v>-f*L 
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&6g 2 0 0 3-0 0 0 1 5 3 ^ 9 S I 69/ 

# • 

l 2 mm~?$)2> 0 Eu&t&mt uxitKiBKm^L^mmx^tn^K^^n 

mm v-fris v )vmm*mx~t%> - 1 \z x 19 „' 2 6 *imm t Lx&m $ 
v u Mjs-r^>#»2 5*^^*0 9 %n%;*^irz> 

<x^a, =7-^fb*^^-v^;v^--r;m^ »*ffiv>£>*u teJBJfctti 

y^nn^rA ^Dn*M, 1, 2-^^nnx^>^if(7)A 

^^2 5tz&\,*x&m&<vMimimwj&3%¥<D*mzmz. nm-tz ( 

II) -cWWo 

- J . 0 0 7 I] 
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(I) ifctt (II) K^ftaft^OiHcfi, f|»fc«^Lfc*B£rS 
f0 0 7 2] 



Hfc4 3] 



CHO 

^N^NHa or its equivalent N ' N ^ N> | Deprotectio ^ N " 



V XHO Pro H 
Pro .... r. ro n hi ^N. 





V 




R 



27 28 



29 



— fSS* (II) #Q 1 ~Q 4 Kj3V>T, Q 4*><frj&*-N = -e** 1 H-tf9Vn [ 

3, 4-b] ey^vsutt, usiif^Mi 2 <9£?k^j&?- air 

o —1SLK5-7$y-l H-tf9:/-/MR2 714, <2rftK7>^8: (Synthes 
is. 1 9 8 7, 1 1 2 4) lcfi£v\ vnt^ft K£fctt*03Hffi#£ffcJB£ 
tSaiaUH-t'yVn [3, 4-b] \£W>m2 8 Mt^it^ 

LT. ifiL<li2-VTy-3 f 3-S>*>*~>- 
A$tL7tlH-tf^V'n [3, 4-b] fcf V ^^2 8 ^t*el &o H&fc 2 
$^lH-e7VO [3, 4-b] eyS»3H2 8 &§!bre§&o *frfrRJ&© 



tbiE# 2003-3051300 
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££c#$-Hr&#\ */ittiltt#«*-C^f"5 dtrt*-C^ &J£«&£ LXWz.im 

it^m 2 8 *mm&*%> itiao 2 9 & £ t ^ g & 0 

EtoT-m^bti&m&t LTli> #l^nAE Iv^/^^E "fe'^Arv* 

H^»»&£##S-£& i t K X *) tf n * 9 V^^tiiltU^J^ 
tfM14^»-Jl^ LfcRS^3HJfe$tL* 0 m^JttKfUcW-L 1 fcv*'L 5 

r o o 7 a 1 

1 3 
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32 



-#b£ (ID *Q 1 ~Q 4 K&v^T, Ql^i^Q 4 ^-N=t^SlH-e7 
V'n [3, 4-b] \£?V>miZ. W^&m&Xfel OVXdK&J&i-ZZttf 
»yt^9"C^$tt* J- 1 H-t?9V r -;HS2 7 h ny 

ftLXik&to 3 0 «rSv*fc», 3tfD«>^£ (J. Chem. Thechnol. 
Biotechnol. 1990, 49 (4), 311-320 30 tC#V^ « 
ftri*1ttfe $ tL?t * ;v tf— Wk&QO $ ^"C 1 H - tf 9 Vn [ 3 , 4 - b ] t£ 

> Hf^fV7^vfWf>^ fffliliJSft^L14^L3SI"e*S. 



miE# 2003-3051300 



#12 0 0 3- 0 0 0 1 5 3 ^ ^<-v: 73/ 

N-yvwM7< K^Mv^tt^,^ Mx.f^^r^'fb 1 ; >m*M$m 

TO 0 7 41 



[-ft 4 5] 



i) Protection 

ii) Peroxide 

p ^ iii) V h 

N^NH 2 Reduction N r L- NH 2 Glyoxal N*!!^N^' V ) Deprotection N^ n n 

" pc NH ; — — >x,i v 

R 1 0 1 R 1 R 



R R R 

30 33 



34 M 



lH-t^V'o [3, 4-b] b a 7^>fft^3 1fi, HMl3^i:t 
m^^l 4i:iot'{ ) ||j|t^it^i^ 0 BP"t>. <2r£TJ<7);frv£ (Farma 
co. Ed. Sci. 1982, 37, 1 1 6*0 £ Lfc^v^ Mat;£j£ 13t 
^£;?x&~ h nyM3 0 ^MjtVX, ^T5>3 3 h L/:f , fc: 9 V*n tf 9 

frmm®-*¥tm - 1 k <t 1? . 3 4 znz -t^is D it-a-tf 3 4 
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t>*iTv>& 0 7X*«]<£>i#S£ LTJ4Kl&*lil#t«JV^-cab*t»f«Ft=|Rjfe$*L 

ro 0 7 51 



»flr-frfe 1 5 
[ft 4 6] 



H 

Pro Pro M ~ i 2 f, ro m Deprotection n^_^N 

«1 R' ft 



R 

30 



R 

35 36 31 



lH-tfyVn [3, 4-b] e5^>fMt3 1li, <2rfclO;fr& (J. Or 

g. Che m. 1993, 58 (22), 6 1 5 5-6 1 5 7) ^n<^ MrkU 

TO 0 7 61 

m^m i e 
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^-v! 75/ 



# 



Hfe 4 7] 



CN 



o 




Formamide 




i) Halogenation 

ii) Protection 



Pro i 



i) Peroxide 

ii) V 

iii) Reduction 




^s> N iv) Deprotection n 




40 



lH-fcf?Vn [4, 3-d] tf' ; 5 ^>H4 0 Ji®* OHSIRJSfc <£ 0 -frjfi** 
*>> ^*PO*& (Farmaco, Ed. Sci 1984, 39 (7), 6 

18) t?#?> *i& 4 - r 5 y - l H- tf 9 v*-;v- 2 - -f ^#>Blx^ 



3 1, 1 2 2 8) ■C't^rO'^fflH, lH-fcf^Vtt [4, 3-d] t? 
V 5 v>- 7 ;V3 8 =M#£?£u Htf^M^&l 3 KzSCfc^lfcTN y;v 

U ^7G^i ^l^ny>C fl&fi^£?r *) SMi4 0 

[0 0 7 7] 

. « jfrTyft 1 7 



3 7 SrlSttftfc LT, <&m<D-%m (Chem. Pharm. Bull. 1 9 8 3, 



tfJfBrf 2003-3051300 




*<T>fa<D 1 H- ^ Vn [ 4 , 3 - d ] fc? y §' v >mt^ 4 0 fcU 

7&*T- # ^at^fe 1 6 izmmLfz 4 - T * y - 1 H- fc°7 2 - 

;v^>^jc^t-^3 7 KSIt^fls^fc LT> fcff L < WJx.(^^IO^ (B 
ioorg. Med. Chem. Lett. 2000, 17 (10), 1983 
- 1 9 8 6) \z£)&fcZfLkik^limim*ft>fi&o 

it&m 4 1 ttv sat^ 1 7 K^-rsn < ^ oat^bRjsn * u nzmm-t-ztz 

#><DmB%*m j fc'e$>2>o WJUiikiMH l ii<2r£n<^& (Pharmaz i e 
, 1996, 51 (1 2), 983-98 4) £JEv>T. 81$ 3 fcl±*frY mWt 
T)V3r)V%ftmZ J £M&-f2>Z.tK£ *) lH-tf^Vn [4, 3-d] if'J^/ 
>-7-^--;vM^#4 2 SfcttflS-frflfeS 8 *n&ZbiFl?%2>o ZbK, 
% 3 8 tttfrJfe©*fi2rft 1 6^v\ ^n^yj^ iiW^ N-i^rv 

t± 5 ft llfc&'SA £ titzft&W 4 0 * *B&1- * C i & o 
4to<Ojj& (J.Med. Chem. 1988, 31, 454) Kt£v\ 

ffiffiE# 2003-3051300 
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m^2 



Heterocycles. 2000, 53 (12), 2 6 4 3-2 6 5 2) f 
\mm%fr%>o M&KXt) 5 ttfclH-fci^n [4, 3-d] tfV 

^y>-7-t-;M2^ §!BI/7&1 3 ^mCT^n^V'ftU iTCt^-t 

[0 0 7 81 

mm-nm 1 $ 

Ift4 9] 



1 )— N v R 1 i) Hydrazine 0 0 

— d \ I COoEt ii) Oxidation II II 

HO' V C ° 2Et " HO-V C ° 2Et .R 1 Yr 

45 46 ^ .47 




i) Protection 

ii) Peroxide 

Hydrazine N-^ N * M 4 n - N ^, 

' ,» -^ v M iv) Deprotection / —fi^ *N 




R '1 




48 49 

lH-e^V'n [4, 3-e] [1, 2, 4] h V 7^>f^f4 9 (DMm& 

o M4 5 07 5;MgWo^ y^f;i/r^^fvr/jbLTM 
tl4 6^<^V5 U <2r£a<7>yj& (J. Het. Chem. 1 

9 8 5, 2 2 (2) , 4 0 9) K^o*§ , ft&H 4 6 £ t K9 & - 

l^;£j££jBv>Tm4tLTlb^4 7£i^iU <2rftl<0yj& (Pha rma z 



ttifiE# 2003-3051300 



mm 2 0 0 3-0 0 0 1 5 3 ^ ^- 9 J : 78/ 

# « 



ie, 1 9.8 4, 3 9 ( 7) , , 5 0 4 ) fcfl£v*> Htffc K 9 i 
tci!9, lH-tf^Vn [4, 3-e] [1, 2, 4] h'J7y>f^!|4 8 

f0 0 7 91 

(I) -Att-HBS* (I) <?)nC y#5M^f Mfi^^ ^(7)^^t 0 5* 
U 1 ~u3te-e*l-rft®3£LT-0-, -NV 1 -, -SV-, -CV = , 
-N = ££Ji-C0-£itl*t-£&O^&oT, U 1 ~u3<od*>^^< tfc — 
ofi-O-, -NV 1 -, -SV-, -N = *jftl*U U«-0H, -NH 2 > 

ro 0 8 01 

Wtftfel 9~2 1 ii4{£<DU 1 ^Afnlfojl^co^TpJtSo 
Mj&S&J 9 
[ft 5 01 



H 3 Pr °\ 3 i) Electrophilic reaction {"J 3 



R /l R /l 
50 51 ( I l-A-1 

—ASS (I) -A^jSv^T, U^^fDJEf, U2 £fcf±u3<z>3*>4?fc< £ 
^-0^-CH=t^^i^ ft £^5 0 (Dl^L L fcft^tJ 5 1 KfcfLT 



mgE# 2003-3051300 



#12 0 0 3-0 0 0 1 5 3 79/ 

SJ^{iS#- 2 0 t:&v> L»«t©«at«-c*&o 

T->Mki-*^fc Ul^ Fr iedel-Craf t s RjS>*rJBV»*Oj&*3l 
[00811 



Mb 5 i] 



pro i) Alkyllithium or Lithium amide 

<xS <x| — - <XJ- v 

52 53 ( I VA-2 

U2 Kffimir&tiLW^OWmmZmALfz (I) -A-2W\ U 2 ^-CH=t 
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# 



^-v* : 80/ 



tis ^mm t l x m £ if ^ n y>m, r r v ks. 

(I) -A- 2iimTOJ:^ KSBtStt&o fls^5 3 &5!BB;fri* 1 

ro 0 8 21 

IHfrftifc 2 l 
Hfc5 2] 



H 



R 




i) Protection 

ii) Alkyllithium or 
Lithium amide 



Pro 



u' iii) Halogenation 




i) Electrophilic reaction 

ii) Reduction 

iii) Deprotection 




54 



55 



m-A-3 



Wife-fife 1 9 K&^T, uZ^itfU 3^-CH=t% U 3 ^OHB|n]1£fcflJffi 
fO 0 8 31 
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#M2 0 0 3 - 0 0 0 1 5 3 ^ ^-v> : 81/ 

# # 

m&%&2 2 

[4b5 3] 

u Pro u 

H \ I) Electrophilic reaction » 3 v 

CcV protection > N fjC V ji> Depr ° tection ^ n Oct 

If" ^ R if" 

. 56 57 ( I VA-4 

lei!), ul**v>tiu3^eife*«r3||AL^b'f^» (D -A-4£m3i-f& 
TO 0 8 41 



Mit£&2 3 
Wfc5 4] 



_ i) Alkyllithium or Lithium amide 

3 \ 3 if) V *: 

«' N l7* J ^..2 Protection M ' N "V^\ l2 in) Deprotection 





R 1 

56 57 ( I VA-4 

(I) -A-4 («^&2 0 t:?|i:/:WaoTl>Mt^-t^ 
tO 0 8 51 

.^it^2 4-2 6ii6^u3^f-niET-(D%^o^r^i-^o 
2 4 
Ift5 5] 

3 i) Electrophilic reaction Jj 3 
ip Deprotection r N ' ^%jz" 
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# 



% (I) -A-5£Si6"*-*c:fc3&*-C#&o 
[0 0 8 61 



SjHEntT&2 5 
Mb 5 6] 




Pro 



Protection 




i) Aikyllithium or Lithium amide 
H)V 

Hi) Deprotection 



U 3 



60 



61 



U 2 Cffiat^tf^^ftl^fAL^^ 
[0 0 8 71 
IflS5 7] 



(D-A-6 

(I) -A-6l»jt3j&2 0 



^u 3 




i) Protection 

ii) Aikyllithium or 
Lithium amide 

iii) Halogenation 



Pro 




i) Electrophilic reaction 

ii) Reduction 

iii) Deprotection 



N 
R 




62 



63 



V 

(D-A-7 



2 3 T\ U 1 *5 £ tfU 2 CH=t\ U 1 ^.<7>I5|oJte£flJJB Lfe*« 
^ (I) -A-7 -t^Til&o 

TOO 8 81 



2 7 
Hfc 5 81 

d1 



Electrophilic reaction 



64 



or 

0 
ii) V 




N 



LLtA 




82/ 
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f0 0 8 91 
[0 0 9 Q] 



gflrfrft 2 8 
[4b5 9] 

Pro Bromination p,. 0 =— TMS Pro 
\ u or m u ') Sonogashira reaction \. 

KyjT' lodation yjC ii) Desililation N ' 

R 1 R 1 R 1 

66 67 68 




H 

i) Aromatization 

ii) Deprotection^ 



' N ir\ 



it&m 6 9 &&m<D-fi& (U=*aat J. Org. Chem. 

1 9 9 2, 5 7, 5 6 8,0-5 6 8 6. > \J = ^t~)^& : Mx.f£ J . 
Heterocycle. Chem. 1 9 9 0, 2 7, 5 6 7. , U = 
7^i:toSynthesis 1 9 8 7, 1 1 2 4. ) K «fc 1? K 

§ & ft^tf 6 6 o tr 9 ;v 4 * 3 * 3fft* a v> fiHstHfc l T4b^% 6 

7 £ L> h »; ^^-;V-> i ; fl'T-k-f- V>£ S onogashira*-;^ 
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^-v: 84/ 



Sonogashir aijyfV >^Km^^> Y V *?-fr 9 yV ;V7>tf 
v>*«M x. Iffif^" r/W (II) „ y ^ n n t:^ h 'J 7 7 >^ ( 7 y 

(II) % Tf7^ (h'j7x-;V^7^) A'7^7A (0) m*$>lf 

hti&o tim<D&mm.i*. wM^ztLxmo. i%*^-e*-s 0 reiser, 

^mms onogashi r a # t m&ftxmj&X& 2>o 
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[0 0 9 1] 

m&-*te2 9 

Mt6 0] 



Pro Pro 



H 



V N />- OH N-^^OH i) Aromatization 

n' |J Vilsmeier-formylation n jj ii) Deprotection ^ N ' T \j2 

u * v^cho 

R R R 1 

70 71 72 

7 2 ti;£l$fcge£fl (Mitf J . Hete'rocycle. Chem. 1 
9 8 2, 1 9, 1 1 7.) O^j;f)flMT«^^!|70(7)t , 7 
y--;V4f££V i 1 sme i e r KJft-C*/^ MtLTjt^ 7 ltU 

V i 1 sme i e r RJSii^vmib'; > £: fc^A T ^ Yfc£.2> ff-V> 4 ^ 
4. N, N-y^f;v*;vAT5 K^fffiiatli, lEK-^Lt l &v*U# 

T-;i/#t#:&^<7);W^^ {MtL\$ S y n t h. Commun. 1 9 9 9, 
29, 729-747.). b V ~7 )VJruWtWi*? V : ~ h fr^>Xfr*>Mt^ 
ofz-fu Y yf (®lx.t£ J . Org. Chem. 1998, 63, 2 
909-2917. ) l^fflv^^^t^o ^^7i>3^<7)Jir^{iL awe 
s s o nfs!»C«£ oT7Xm*^^^-^*^mi-^»^ (MxJf J . Org 
Chem. 1998, 63, 2 9 0 9-2 9 1 7. ) , iti^^f 



ffitiE# 2003-3051300 




003-000153 



86/ 



itLtz'lk, MW-t2>Jj&; (fflx.lt J . Heterocycle. Chem. 
1 9 9 8, 3 5, 7 1 - 7 5. ) ^ffi^it#T?iS 0 itS^^f 

Tetrahedoron, 1979, 35, 1 4 3 3. ) , 
*mxLX&htl&if*-fl'i:i?jkmi£ibt LXM%tT2>1j&- (flUxJfS y n t 
he sis, 1 9 7 5, 2 5 2. ) f «rfflv^£t#-e|5 0 ^^©7^ 

ft K^o^fbte—Stf bv > # ? i £ rt ? -e § & 0 * >v 5 )vm<n r ;v 3 

„ 4 8 % jHbfc3fc3fe3s*efr & 3 ^ § & o 

[ 0 0 9 21 

3HHS^&3 0 

me 1] 



Pro 



i) Alkyllithium 

or 

Lithiumamide 

ii) Bromination 

or 
lodation 



Pro 



= TMS 

i) Sonogashira coupling 

ii) Desililation 




73 



74 



75 



i) Aromatization 

ii) Deprotect 




te&4&7 6l*&fcOlfr8; (U=7Km*:Mx.tf J. Chem. Soc D , 
Perkin Trans., 1 9 8 5, 8 1. > U = T ^ ^ ^ : MxJf 
J. Am. Chem. Soc. 1 9 5 0, 7 2, 2 9 7 8. 

Kft^l7'J-;vtU 3?fHb&&v^i^fbLTlb^7 4£U f V ^ 
f;Vy'J^7-bf V>^S o n o g a s h i r a#y7*'J Kb'J 



miE# 2003-3051300 



003-000153 ^ ^-y 

«ti^ 0 U**^*-^*0«r^twli. Mx.i£<2r£qo:fr& (Org. S y 
nth. 1 9 5 5, III, 8 0 9. ) f^t, T^MlWth 

ljRii-et* 0 Mxtf^O^ (J. Heterocyc 

le. Chem. 1 9 9 1, 28, 4 1. ) f^JIU N-3-Ka 

m&jf&nzmc, \\&mi ±frh\\&mi $^<r>m&. bp-^ s o n o g a s 
ro 0 9 3] 

(I) pfR 1 ^- (CO) h - (NR a ) j- (CRb = CRC) k -Art 

TO 0 9 41 

«jfofrft3 1 



miE# 2003-3051300 



#R2 003-000153 



[^6 2] 




Halogenation 



H 



Protection 



77 



78 




Pd(0), 
Base 



HO^OH 



Pd(0), 
Base 




Deprotection 
V)„ * 




80 (I)— a 

mifi-^ (I) <K ( h = j = 0 , k=l) -CgiZti&lt&M (I) -ait 
. 4b^t77 7 03|i^n^^ H£££j^L7 9tL7^ HeckE£>l) 

-swisuzuki Bos-cib^ 8 ott> * - 1 x-mm-rz z t a*-c 

#^ut^i-So lb^7 ZK&tfZ>\£7V-)\/\tiL<WmMb ITIi, #K 
P15e£ *L&V^*\ tert-^rt v# /HF-;^ h V 2 L < > 



7 9-^i:#< Ct^tll), 



<b^7 9 mm.^mz izmCfz^&XH e c k£U£$£:t;iS u z u 

it&® 8 o <DM&mi*, m$kj>& 3 tctss srejra-r & £ t k x o #n Kib-a- 
% (I) -a£Marr&ct:^-e§&o 

TO 0 9 51 

M^lfte 3 2 



88/ 



miEiff 2003-3051300 



003-000153 



§ 



# 



[4b 6 3] 



Pro — 



HO^ .OH 



Pd(0), 

Base Pro 



Ar. 




79 



81 



Deprotection u 

CD-b 



A r ^ ti7V*-;Vt0^ai3« s (I) -atlil*^, c i s-C&Mb^ ( 

i £*rc, s^;fr&3 1 tmmz (i) -btMtHo 

T O 0 9 6) 

Xj ft^ fe 3 3 



Mb6 4] 



Pro 




Sonogashira reaction 
Ar = 



79 




i) UAIH 4 

ii) Deprotection 



H 

N. 




(I)-c 




i) Lindlar reduction 

ii) Deprotection 



(D-d 

Htfl2-^ (I) 4\ (h=j=0, k = l, Rb=RC= H ) T?^£*l*(I 
) -c&ZTfd it, ik&b 79£Sonogashira 
m 8 2 t Ltzm, * V 7 4 > KM7U-?Z> - £ "CmfreS&o 
Sonogashir SLR&KM^h *U> 7**- V>mmfcl*. TfTSK^ 71J-/I/ 
^9>f K& h 'J^WJmfV>i Sonogashir aRJSfcffvv, 



2 ^jS-t-^ifc^-CiS. 



89/ 



ffiiE# 2003-3051300 



#j|_g 003-000153 ^ ^- v 

7;i^>"f£8 M7C^J*®^^1-^>i fctwJ: 19 

m^^fz^n-x-mTt'thztKxy), ±»titf7^ (1) -c> ^ 

\,*W.&miT2>Zt\ l z£ t) (I)'-c, (I) -d^#^»tt^> 0 
[0 0 9 7] 

Ut6 5] 



90/ 




i) Me-Metal-Hal or Me-Metal 

ii) Oxidation u 

iii) Hydrazine N 

V)„ _ 




i) Bromination 

ii) Hydroxylation 



HO 





86 (I)— e 

m-m^: (I) 4> (h= j =0, k=l, Rb=H) T-mztLZ (I) ~el$ 
„ 7m K8 3 £Vf^v*-;V8 4^^^mL/im, 3&<£>^ ^-;vr 
;V3-;k Witti g^S&fi^ -1 

T^t^H K8 3©t*7V-;V8 4^<9^&te, mz-\£T)\'7*t K8 3 

ft, i&g-e^ig LiraTK^-f & £ t X*m%. £ ti& o ^ n y > ^SAfiM^^ 3 

;^8 5^<D&m*. 'fb^s 4 ^LrMx.(f7fcm<b7" fv^a, jm.it* y * 



mSE#2 003-3051300 



p 



003-000153 



^ — v 



91/ 



ih^tiSo fi^%8 60Wi t t i g&J&f±> 6£***~^A^ 

£ L£?&, Tfcirffc^ 7Xm<ki- > y fA, y a. &«r;i/3* 

-> ^(D&m-e&m-rz ^Hao tc^-c § & « 86wi 1 1 

[0 0 9 81 

M^-7f^3 5 

Hfc6 6] 




0 R b -metal 
B) Oxidation 




H 

Wittig reaction N- 

V)n »► N' 




86 §7 (I) -f 

tfrSBHBbS; (i) * (h= j =o, k = i) -c&ztL&ib&m (i) -f «u r 

7 t Ltzfe, 2km%&3 4 fclWMfcfcW i t t i gRJSKfft c fc-e&fc *l& 0 
TO 0 9 9l 

mmtm 3 6 



ffiiE# 2003-3051300 



me 7] 



#M>2 003-000153 

f 



92/ 




Vilsmeier reaction H 
V)„ 



i) Base 

H ii) Formylation 

O^t*^ * 

T 3 

78 86 77 

Lfc^ 3te^n^£ s e c f-S tert 

sec -T/^/HJf-^AJb&v^i tert -7*f iV'Jf 7A©il^ Htfl-fc 

ttz, ^^flS^»8 6»±, ft#*&7 7«r»3ft^fe 2 9 fcPWfc, V i 1 s m 
e i e rEUBKtt'tZb-et>m&'Z&&o 
IP 1 0 01 
Mi£:fr&3 7 



Hfc6 8] 




Ar-metal 




Oxidation 




HO 



86 88 (l)-g 

«rsBHfts: (i) * (h = i, j=k = o) -z&zfLZK&m (i) -git, m 



ffi8E# 2003-3051300 



003-000153 ^ ^- v : 93/ 

ft&m (i) -git, iti&ss 6<Dii£^mm%vmM*mxLx, ±ib 
jq i o n 

Hfc6 9] 




1MB— ttS; (i) * (h=j = i, k = o) -e^ttMt^ (i) -hti, *t 

;VA^<^nr>-lt^ffc7}tliflS> -e-<7>«m^^K N, N-^XW^7 

* ;V**>^9 0(075 Kftf±> f«OM3t^4 1 tC^V>Jt^1-^ £ fc^S & 

lf;Vai^-;VT 5 e V ^^OStSfeMETte. T 5 > t S c h o t t e n - B 
a urn a n nJxJ&KttirZ. tXi>'ftx-&o 

[Q 1 0 2 ] 

J^T©l«i±, (I) (I I) (I I I) "C^$Wl^k"7V-^ 



miE# 2003-3051300 




L2 003-000153 



^-v: 94/ 



ro i o 31 

[ft7 0] 



;V^;l/AT5 K-^N-y^;vtfcn; 1 4 0°C^P>2 OOt© 

IBH-c&jSS** i t k i o t - b y ;v 9 2 assure § & 0 

fO 3 0 41 



Pro 



Pro 




W,U<W2 003-3051300 



#M2 003-000153 ^ v I 95/ 




H 2 0 




93 94 

.&^*fttf#K&5e£ft£v^ WiLtf, **>>-/K /o;V- 

ro i o si 



Mb 7 2] 





Y-NH 2 




94 

iJ frtf >WL 9 4 <D T 5 KftMU T 5 > is J: * m&~f 2> mXMJ& $ o 

5 h\ 1 3 - ( 3 - ^f;vr 5;^n tf;v) * >f ^ K 

, 1 - 3 - (3-y^W^-/n * ;v^v-f 5 K • mMMm 



ffilE# 2003-3051300 



#JL2 003-000153 ^ ^- z? I 96/ 



lo i o 61 

«Hfrfr&4 2 

Ut7 3] 

H Pro 

N-_/^\ , v Protection , N ^<T~"\ 

); M;ooh JT COOH 

R R 

94 96 

9 4 * i/frm*, Wz-ISC u r t i u s miL* i?K fcgl) 

ro i o 71 

«fl rt f fe4 3 



{±J|iE#2 0 0 3-3051300 




2003-0. 00153 



s<-*J: 97/ 



[flS7 4] 




Curtius rearrangement 




i) (YCO) 2 0, 
YCOOH , 
YSOaCI .etc 



N^l Cy f(v) n -l 




H 



HN — X-Y 



ii) Deprotection 



96 



97 



98 



m^y^-^mt^m^ 6K#ALfc#;v^->;v^t±Cu r t i u smtL\z 

X QTSS&^tgm-rzZtKZWk&ltOQ 7 h o <k#W9 6<7)C u 
r t i u s», «itl3r^7i— ^*X*V7l/T^Ki: h'jxf^r^^A 5> 

> <>«>-Ctt*v»^ ^>y;V7^n-;V^ t e r t — 7* 7 — ;v 

tLJfcv^ Mx.it ^>-*£>, ff5tKn79>, v^^y^ 5 

5£L<tit e r t -7^/-;vf^)7;va-^^gfffflv^ftoX 

t7x;-;K hV-i s o - 7"n k';v-> 7 >f o 7 * ^ > 'V t - 



ffiBE# 2003-3051300 



msL 2 003-000153 



^-v! 98/ 



m&&m±, w&fm* 

7^ttfflT^ >^^1-^^, HP*>0Ix.Wtffrfr!»2 l^OT 

* JB v* !Bfo!MS£- RTtfe-C * h o 
[0 10 81 

[4fc7 5] 



Pro 



Pro 




miiE# 2003-3051300 



#JL2 003-000153 



^-v I 99/ 



>V Kfc LT}£> 2, 2'-fcT* (^7x-;^7^) -1, 1 ' - 
^"7?-;K 1, l'-tf* (^x^m?^;) 7in-fe>, Hj (ter 
t-^;V) 4 yQ&m^btLy m.mtLXtt, th 1 J7Atert-7' 

ITOSSli, 12 0 

r 0 1 0 9 1 

^-7T^4 5 
llt7 6] 

Pro EtO^,SnBu3 H 



-xf^yif-^) *X£JBv>;fcS till v~fV^irtfm?bK2> 0 *X 




iii) Deprotection 



o 



ffiSE#2 003-3051300 



003-000153 A ^-v : 100/ 



a (o) i)ift l^o mnvmmmi*. ^m^MLxm5%^)v^^ 0 mm 
ro i i q] 



Ut7 7] 





Reduction 



93 100 



ffi|E# 2003-3051300 



#JI2 003-000153 



101/ 



[0 111] 

4 7 




Suzuki coupling 
or 

Stille coupling 




Deprotection 




91 



101 



102 



Vc&tyl} 1 0 2 (i, it^m 9 1 KML>X%ifcJ] y 7V '>rttil±Xr- 4 )l"Z> y 7y 

JS£JBv>&Ty -/M*n>gk $>l)V>ii7'J h y r^^Xoftilk L 

(II) , y^nnifx f 'J7i^^7^ w^y^A (II) ^ 
fh,7W (f'J7xiW7r/) /f9^A (0) ^**abtff>tLA 0 fcftgS 

*X 7 -f filf HJ-tert- :7*^;V*;* "7 <f >\ 2 - (v- t e 

r t -"T^;!^**?^ 7) If^i — 2- (Wn^->/I'7tX7'f y 

tttli, ^IMt^thV^A, R®thV7A, jW*y>A. «-fev7A 

. 7yfb*y v&m*±ifhtL&o fem-f&mmtLx^ Kjs*MFLfcv>«> 



ffitiE# 2003-3051300 




2003-000153 



102/ 



[0 112] 
JiY .7 91 



N N irM-(v)n-l 




Pro 



i) Lithiation 

ii) B(OJ) 3 

iii) H* 




Pro 



Suzuki coupling p ro 



91 



103 



101 



7 ^ 7 V - 'J f ■) Ajbf ^ 7)H;v 'J f") A t LTfi, Wk.\Zn-~7*f-)VV?- 
^A, sec-WJf^, tert-W'Jf^A, 7jc=./WJ?-^ A 
♦*»ffl^e>^ ^5i:j®CTN, N, N* , N' -f b7^f;VifV>^7^ 

mi*> *zmt\-fz>zbxi>$fz.z>i)K mm, mmme>WL*m\<*z>zbi>x%z> 

tt^l 0 Hi. 4?n>^l 0 3t, 7'J-^7'f K^wL(i7'J-;^;i/* 

[0 1 13] 

*Kfrfr% 4 9 



mtE#2 003-3051300 




003-000153 



^-v : 103/ 



[iL8 ol 



N^l ]-(v)n-l 




pro 



i) Lithiation 

ii) CISnJ 3 




Pro 



N s I Cy f{v)n-l 



Pro 



91 



104 



101 



»at^fe4 7-C#ibtL^^^ 1 0 1 Ji. 1 ^IMb^t/ 1 0 4 K^J&L 



mt^m 1 0 4 (±, 4b-£tf 9 1 £7 U A £ Lfc&, ^nnf'JT^ 

;v^>^v^L^^^T;v^;v^^>'^KJS^^^cii:"e#^tt^ 0 >fb£-^9 1* 

, sec-yfJV'Jf^A, tert-WVf^A, 7x-;V'JfW^' 
fflv^tt, £^KJ£>CTN, N, N' , N' -f I«7^f;VifV>yrrA 

- 7 8 r&v*L^.-C&& 0 

It-^iioiit IMb-S-tf 1 o. 4 7y-;wN7-f K^v^tiir 1 ;-;^;^ 

^-hh^ M7j ft 4 7 (:$1:t^ f * 7 7 P 'J > 7*t I. i 1 1\ SSB£"e§ 

& o 

10 114] 

K jfrftft 5 0 
Hb8il 



-fb^%9 2<?>lKfi«*. »t:£fe3fc»tTfr*>*L*o 




tBiE# 2003-3051300 



Jj#JL2 003-000153 



^-v : 104/ 



[0 115] 

jBj frft ft 5 1 
[ft 8 2 ] 




J-OH 
(v)rc-l H + 



<v) n -l 



93 




O 

11 H 
N N J 




, JHbfc&> ffi^^frf^tL^o T;vn-;^Lttt> #Jw|R^(±$tL35rv>** 
[0 116] 



ttJiE#2 003-3051300 



#JL2 003-000153 A ^- v I 105/ 



[ft 8 3] 




o 

H 11 H 

J-SH J V^NH-NH^ ^ 

(V)n-1 H + N v \Qy f(v) n -l 

S-J 




HN 

107 

*is^5 o-e^^tL^ft-a-tri o 5 it, it&ms - 

3 fc^-^T*- h 1 0 7 \zmkf^<0\zm^hft^>Wit LTti. 3ft 

10 7fctK5 S> »<b, i 0 5 ^Rjft-C § £o ^5?-C**tlfffi 

SJS L & v^fltt?* # k $ v^*\ y ? y - ;k x * / - ;k 

iWiU^, LM^lIfiJtt^* 
[0 117] 

gjft-jffe 5 3 



tB|E#2 003-3051300 




m 



003-000153 



<^-v : 106/ 



[it8 A] 



N;l^)-(v)n.l 




Pro 



Thioamidation 



Pro 

n "N / x 




HN 
109 



108 




O 




Deprotection 



2^f t75 Kl 0 SK$£&Lti&. T)V*)V^7-J VtfcfBZ^t, <f-*<i \T 

KB8#L&v^^&*U;m^^£*L&v^ Mill ^nn^>, 7-fe 
fe3i:$i:tWt^-K\ ft-frfcl 0 5>&«Rilrc£*o 

[0 118] 

tt*rtrfe 5 4 



ffiiE# 2003-3051300 



mm? 003-000153 



107/ 



[4b8 5] 




Esterification 



Pro 



96 



111 



Hydrazine 




Pro 





Pro 



or 



112 




SI^5 3-Clil$tll)M»l 1 0&> »i6^4 2-C»$&$*LMfc£-«r9 
i&J£«\ iiHTO'C55:V»LjgF^«il(EtaRt?*)*o vTW ^>^V^i^ 

1, 4->^^^ ^nn^y, h/iAX>„ N-^f^DVK>, N, 



ttJSE# 2003-3051300 



2003-000153 



£frTV>&fc<Z)tiJ&AU 7OT£*LTv>&v>k<Oi±, #!ixJ£, ftT5 Kfc^n 

^ _ fr^f «7 j. y - ;v £J&£ £. t £ £ V) Iff i & 0 
[0 119] 

yarfrft 5 5 

Mfc8 6l 



Pro 



Alkyl lithium 





91 



96 



108/ 




amidation 



H 2 N— N— Pro 1 
H 



Pro 




deprotection 



N-NHPro 1 
H 



113 



112 

ryf 9 6 >7v>^y wtr^ vm^-Ltzm^ m&m-t&ztiz 



tHlE# 2003-3051300 



#Jjj2 003-000153 

w 



: 109/ 



it&mi 1 3 Zmmfrktefr^ tert - "7*^- ;V * # ;V )Vm<Diij& 

-2 ov&&^^^mm<ommumx»&2> 0 ttz, ^>yjvt^y*^*-^ 

M^O^=rfi, ^^K^tg^-J: ^J^cSiJ&StL&o LT(i#i:ilt 

[0 12 1] 

«r^T& 5' 7 
[ft 8 8] 



Pro 

96 

Nucleophile 



Pro 




LiSCN or KSCN 
or NaSCN 
or NH 4 SCN 



Pro 



1 



114 



N^J|^V(V)„. 

r r N=c=s 

115 




Hydrazine 



r 




Ri d 
116 

«/j&5 3T$^$*t;Mb^tU 1 Oii. Mat73&4 2-e^it^^77;i/^> 
1 5£^#J£a££^fc-£-%l 16i tTtm. t: K7-7>tR£^«utC 



miiE# 2003-3051300 



i!2 003-000153 




: 110/ 



Hfrtf^WLQ 6frbM?V74 K 1 1 4 fcgygf >S^t Ltli, 

^n7>f K 1 1 4 tfty7>S^f), -ffrfrtol 1 5^M3tf^i:§^fflv^ 

[0 12 2] 

5 8 



ffiIE# 2003-3051300 



Jf&B 2 003-000153 



^— s>: 111/ 



[its 9] 




107 

tt&Vl 11814, m&-%& 5 1 ti& ^5f-M06, *>L< SiiSBt^f 

-fb^tU 06*>L<f±10 Tfrhik&mi 1 7 £$syt^&^KJgv>ib*L&?#l&£: 

tt&mi 1 7^It:fflv^^^Lt(i, iitf. If, icm> p-> 
;kl > * ;v * >M.^&$> tfbti&o %JBmi££LX&, 0&x.&> x. 

[0 12 3] 

Mitzm 5 9 



ffi|E#2 003-3051300 




200 3-000153 



• 



^-v*: 112/ 



[ft 9 0] 




H 



Protection 




Alkyllithium 
or lithiumamide 



120 



electrophile 



119 



Pro 




Deprotection 



N '\J j~ Vn " 1 




H 
N 



121 V 1 



N 



118 {^1 



5 8 -egJiis tL&it&m i i s (i> l l 9 (ik&m 1 1 8 Hi3V> 
l l 9 KiiA-r&^^t LTte, Miif p - wwo*^*^;^ v 

$ 4 — n, n-^^^;vt ^ / v>\ imAk-r y } ) 7A, TfcSffb^ b v 

sec-7f;V'Jf7A, tert-7 , f;wjf7Ai:U 7i-;V'Jf 
^A^^v^tL, ^CE-DTN, N, N N' -7h7^f^f-V>^ 



ffiiE# 200 3- 3051300 



2003-000153 



# 



^-v: 113/ 



2 , 6 , 6 - t- b ^ fef^ V K%WB v> *L£ 0 /B SHTFJW £ Ltli 

ho * **fr&<»mm\^ ^nr5t-;^7 

[0124] 

6 0 



ffi!E# 2003-3051300 




107 



- M 0 6> & t< Ii«3&^fe5 2T«t£*t&^^ St*- H0 7t7>^ 

:£S##TKT5 v> 122i:« -^n-Jr > ^fcRjfrS-H:* i £ K «t 19. 1 1 8 
y bfV^>, jm.ik1~YV7&, mk*WJ», A'J^ter t-T^h^rvK 

[0 12 5] 



ttHE# 2003-3051300 



#11 2003-000153 : 




it&mi 2 5(±, §£ot^?£4 5-C*3g-e§* a-^n^- h >- 1 2 3 tr^^VS- 
^t?'J^A ^gHb^H^A, ^m^'^A, *i^Ater 

[0 12 6] 



tBiE# 2003-3051300 



Sfcm 2003-000153 : 116/ 




129 



-fb^tf 9 9 <7)T;v K-ZPRjEKJAv^aafefc LTi±. jfcgtfb?- h'^A 



ffifiE#2 003-3051300 



2003-000153 



^-v* : 117/ 



[0 12 7] 

3 %jgr,77 j£ 6 3 
MS9 4] 



Hydrazine 




HN- 



128 



«ft^ife6 2T«t$*tMfc^l 2 8^ «5i^4 5 ^»ft S fUMfc-ft* 9 
9^?>, x± = > i 3 0 Lf:f^K7^vtS£<$^-M:j:oT^i 

[0 12 8] 



tiJSE# 2003-3051300 



&JL2 003-000153 



^-v : 118/ 



Ufc9 5] 





u nl Deprotection 



N-NH 



132 



[0 12 9] 



[ft 9 6] 



•CO: 


<v)n-l 






92 




Pro 




Ri 


w 

N- 



NH 2 OH HCI 




O 



133 



Deprotection 



N 



134 




135 



D^y7>^f^^E^«»l 3 3fcU a/l/tf-ZloM^/-*' 



ffifiE# 2 003-3051300 



#112 003-000153 ^ ^-v : 119/ 



*b-£«& l 3 3 b*)Vtf-)vyj ^ ?v t cvfrfcizm^ h K&mn t 

[0 13 0] 
Ht9 7] 

LJ 

Protection 




136 




i)V 




OH ■■) Deprotection 

138 

it&mi 3 9 it, Vc&mi 3 6S:MtL^ lffcfc»ttWKW«*LT'fkfr 
itt'lSo <b^l 3 6 fcfct'tS J t±, ^f)VKfttv> 0 

^ot b V «>A8tffcWBv*£>:h^ mt LXit h V "7;v^-n^^^>fb7fc^m#^ 



tBliE#2 003-3051300 



003-00 0 153 ^ ^- v : 120/ 

#C*fUif l^L3Sit^^o ^nrv^^bTfiJi&TO, 7§«&v> . 

mmmt Lx^RBKm^L^mmx^tiifm^m^ii^^K v^nn^ 



mSE#2.0 03-3051300 



2003-000153 A • 121/ 



y % if o ^ n y ^ > 4f v , h ym^mty^m^M, f>9tK 

& o 

»6;fr 3 fci* C fc#8re. 1 ft * 4ii 13.9* we § & 

o 

[0 13 1] 



Ht9 8] 




Pro 

Deprotection n 

( V )n-1 ► N v 1 Cy -Hv)n-1 




»&H 6 6 -e%hKZ>VC&m 1 3 8 H\ 1 3 6 ^ ^ 



ffitE# 2003-3051300 



#ffi2 003-000153 



^-v : 122/ 



WfciJHbJcaf*, ^ofliftBlJ.^^ r-feh-bU/K v^^-;v*;v**->b\ 

[0 13 2] 
[ft9 9] 




v 




137 



139 



it&mi 3 9ti. §i^t#!!6 6 t Rlfll©^^ J: o T > 1 3 7^n^>ft 

TO 1 3 31 



»flrftar6 9 
Hfcl 0 0] 



ProHN 



nitrite 



140 



Pro 



Condensation 
N 




1 4 O^fufE^LT. T5yS*7tl±^*Lfc^Hilli^tgai*ffi«Bftffi*^:»iM 



ffifjEiff 2003-3051300 



#H2 003-000153 ^ ; 123/ 

iftfmjbti^ mm&s. t lx ammm-r k v a ^lEsgn* ^ 

[0 13 4] 

Wfcfcsffrfr* (I) tfyV-4tbLx&h*L&ifr&, mm<D4t&® (I) ^ 
fcfcMfrfrto (I) K-D\*x&bfL2>n*<D&tefc Wx.lfffIttH; 



ffifE^p 2003-3051300 



fM2 003-000153 ^-v *. 124/ 



TO 1 3 51 



WML. *<>1f>Atu*>WtiB,i hfrx->xfr*>Wti&, *>7 7-^^*>itt 

, (Wx-ifrx/^^vgi^ ^v^^iif) > Burr/ 

(vnV-JAll, *iVy-)Alf) «*»*»f?>*t, SHC ril^Kt^-e 
TO 1 3 61 

*»Wtc^*m25ft (I) £v*L (III) xmt>Zti2>ik&Wi>L<it<Z:<7>M. 

L^mMtLxitmu nwu mmk mm. mmsm, uv^^n, ->ny 

zmmtu m&m, mwmu mmu mew. mvmsM*. 

t**&mir&zttf"cz, -mzmm&mivmm-t Lxm^h*iz>®.fr*w>& 
Lxig&K £t)wmHmmT-$>&<> zfrb<D&frtLximz&(i)izmh. * 

"/nt^l/^OJC^T^Wft ; (4) -t? MtT'JJVT^^-jV, 

f<^Utr;v a ; (5) -> 3 ; (6) v 'Jn>i; (7) ^ y * * w 
yM&Bfe^-r/K v^tr^^fl&fl&St^-r^ ^y*y >J8tflfim^*7-;w # 



ffifE#2 003-3051300 




003-000153 



^-vl 125/ 



sifijxf =t-;k ^'Jlf-^lfn'JK^ ^W;vn~x^ £*o 
TMlFteftfrT; (9)x^y-;w << V7'n^v-;v£^Si&T;i'3-;i' ; (10) 

DJRJ&SlfcLTti. MxJ^llJS, n-v**—^ fill, yK^f, w~ h 
n-;*.. T7tf7=fA, h^ST^K -tr^>^ tKn^y-Znii 

)V ^ , # ijxfi/>7'j3- ;k v U * . ^fbflM&ftfu # ; 5) 3*-fe20 tLXim 

m&izmmir&ztibmnztix^&i><D'c$>ti^ ^fr%z>i><Dxi>£ < ;6) 

[0 13 7] 

cxm&m, mmm, mmu m&m, mmmmi^ ¥zuaz.ti&, i%m~£ *) 



ffiiE^p 2003-305 1. 300 




003-000153 



^— 5> I 126/ 



mnu mmflM> tmtm, m*mnx, ^mz^nmm^ir^o mmmvm& 

lKll£flK0U i"J3^ yvJMHH, T)Vu-)vm, &mT)Vu- 

r 0 1 3 8 1 

*&mzfrfr2>m&<D&tti±, mtnmm. *m> ttau 
m.<Dwm, mmx.tt't mB,<n^m%mm. mzfocxm*z&> 
mAom&tei B^tz^ma^xms o ^g^n o o om g , 

L< i± 1 00//g^^t5 0 0mg, $f>i:jfiL< tilOO^ g^Ll 0 0 
mg£. ^^1^L3 0 0 0// g/k g> $f £ L < 1*3 fcv>L 1 0 0 
0^ g/kg^ ^netLl|5l$^«Skiatc^tTS#"r*o 



ffi|E# 2003-3051300 



003-000153 ^ ^- v : 127/ 

IP 1 3 9] 

fo 1 4 01 

mm i - a 

(3 -yjv^uy — (3 -yji/jruiiwy- 2 -4 )V) -*$;—)v . 

Mfci o l] 




F OH 



23g&H£CT\ m't'y^n [2. 2. 0] *9?>9. 7 5gOftft^x 
f;i/x-f;H 5 0ml?|^-4 0n:^U 1. 5 6M n -T^w; 
^A(7)^Jr-9->^^5 6m 1 *iDx. -2 0 "Ct? 1 B#^ti#L7t 0 -6 OXZKfi! 
*PU 3-yfr*u]£V v>6. 9ml4rfllTU - 6 0 TC"C 1 W m$LWLfcfe 

xmm&, M^mm^^^^^^x^mLtzo mmzm.&T^L, m*kj&<®)* 

y'j*m7^^n7f^77^ : ^*-v>= i : 4) 

flUt L> 1 2 . 6 g t LTWfco 

iH-NMR (400 MHz, CDC1 3 ) 3 5.26 (1H, d, J = 6.8 Hz), 5.98 (1H, d, J = 

6.8 Hz), 6.95 (1H, dt, J = 2.4, 8.4 Hz), 7.10 (1H, bd, J = 9.8 Hz), 7.20 
(1H, bd, J = 8.4 Hz), 7.29 (1H, dt, J = 5.5, 8.4 Hz), 7.30 (1H, dd, J = 
4.9, 8.8 Hz), 8.39 (1H, dt, J = 1.2, 8.8 Hz), 8.42 (1H, d, J = 1.2, 4.9 
Hz). 

[0 14 1] 



mtm 2003-30513 00 



fM2 003-000153 



^-v: 128/ 



»«W2-b 

(3-7 )Vjru}£V -Jy-2-4 )V) -t7 * — 2 -^f;v-^ 
[ftl 0 2] 



«iim-afclWfc;frSfc-C, 3-7^tne'J^5. 2ml, 2-t7fr 
K 1 0 . 2 g LT^fMb^% 3 . 8 g t LTH 

iH-NMR (400 MHz, CDCI3) 3 5.34 (1H, d, J = 6.8 Hz), 6.17 (1H, d, J = 
6.8 Hz), 7.29 (1H, dd, J = 4.9, 8.6 Hz), 7.36 (1H, dt, J = 1.0, 8.6 Hz), 

7.42-7.50 (3H, m), 7.77-7.84 (1H, m), 7.79 (1H, d, J = 8.5 Hz), 7.83 (1 
H, d, J = 8.5 Hz), 7.88 (1H, s), 8.45 (1H, dt, J = 1.0, 4.9 Hz). 

TO 1 4 21 
Wki&M 3 - c 

(3-7^P7x-iM - (3-7;vtntf')y>-4-^;v) -**y-)i> 
Hlil0 3] 



MSf#B^CT\ 5M V -7°n \£)VT ^ > 6 . 1ml (D^MT b7kKn77>l 
0 0mlM*-7 0ti:^U 1. 5 6M n-T'f ^'Jf 7A©An> 

n If U v> 3 . 4mUiTU Ha^4B#IW«#L;fc^ 3 - 7^tn^>X 
7mK4. 8m 1 £$nf L/c 0 1I*W«JW. ^kr^-^A**^ » 





WliE#2 003-3051300 



S&M2 003-000153 



^-y. 129/ 



lH-NMR (400 MHz, CDC1 3 ) 8 2.70-3.10 (1H, bs), 6.13 (1H, s), 7.00 (1H, 
ddd, J = 0.9, 1.7, 8.3 Hz), 7.13 (1H, dt, J = 1.7. 9.2 Hz), 7.18 (1H, d 

t, J = 0.9, 8.3 Hz), 7.32 (1H, dt, J = 5.8, 8.3 Hz), 7.57 (1H, t, J = 5. 

5 Hz), 8.37 (1H, d, J = 1.4 Hz), 8.43 (1H, d, J = 5.5 Hz). 
ro 1 4 31 

Hti 0 4] 



«MlfcW«iaf*tfet?. 3-^*P^Jf>5. 2mU-2-t7f7m 
K 1 0 . 2 g tJBUR-k LT^fBfl^tf 1 7 . 0 g «r«Sfe»*fc LT#£o 

lH-NMR (400 MHz, CDCI3) 8 2.89 (1H, s), 6.27 (1H, s), 7.44-7.51 (3H, 
m), 7.64 (1H, t, J = 5.7 Hz), 7.80-7.85 (3H, m), 7.87 (1H, bs), 8.35 (1H 
, d, J = 2.0 Hz), 8.42 (1H, dt, J = 1.0, 4.9 Hz). 
TO 1 4 41 

mm 5 - a 

[ftl0 5] 



M&W 1 - a (3-7;vtn7x^v) - (3-7;vtnif'J^>-2 

^y-;n 2. 6 gO*^noy^V3 0ml> b;vx>3 0ml 

otitis ic ©^bzi^fc^ >r^io. o g £ in 8 b# m jm&x% t o R 

^12. 1 g fc&ftfetfMKW t LTftfco 
lH-NMR (400 MHz, CDCI3) 8 7.32 (1H, ddt, J = 1.4, 2.8, 7.9 Hz), 7.47 





{HSE# 2003-3051300 



0 0 3 - 0 0 0 1 5 3 ^ ^-v 

(1H, dt, J = 5.3, 7.9 Hz), 7.54 (1H, dd, J = 4.5, 9.0 Hz), 7.61 (1H, dt, 
J = 1.4, 9.0 Hz), 7.66 (1H, ddd, J = 1.4, 2.8, 9.2 Hz), 7.72 (1H, dt, J 
= 1.4, 7.9 Hz), 8.54 (1H; dt, J = 1.4, 4.5 Hz). 
fO 1 4 51 

m&W 6 - b 

( 3 -y)is*u\£ 2-4 )V) -+-7* -4 * ; y 

lit 10 6] 




(3-7^tne'j V>-2 -4 )V) -i-y?vy-2-4)\'-*?y-)VZ 

. 8 g *m&m 5 - a mwc&m 3 . 4 g zm&mvmM* t lth^, 

iH-NMR (400 MHz, CDCI3) 3 7.54 (1H, dt, J = 1.3, 7.4 Hz), 7.55 (1H, d 
d, J = 4.6, 8.8 Hz), 7.62 (1H, dt, J = 1.3, 8.8 Hz), 7.64 (1H, dt, J = 1 
.3, 7.4 Hz), 7.90 (1H, bd, J = 7.4 Hz), 7.91 (1H, bd, J = 7.4 Hz), 7.94 
(1H, d, J = 8.6 Hz), 8.07 (1H, dd, J = 1.5, 8.6 Hz), 8.36 (1H, d, J = 1. 
5 Hz), 8.58 (1H, dt, J = 1.3, 4.6 Hz). 

[Q 1 4 61 
Sitfll7-c 

(3 -y)Uiruy j.~;v) - (3-7Jvtne'Jy>-4--f;v) 
0 7] 




F O 



(3-7Wn7x-^) - (3 —yfrHru tf y v>- 4 -4)V) 
3 . 5 g &«jf0l 5 - a KIEV*, Uftft&m 3 . 5 g *fcfe$m*lrll t LX'&t: 

iH-NMR (400 MHz, CDCI3) d 7.37 (1H, bt, J = 7.8 Hz), 7.43 (1H, t, J = 
5.4 Hz), 7.50 (1H, dt, J = 5.4, 7.8 Hz), 7.54-7.60 (2H, m), 8.62 (1H, d 



mmW2 003-3051300 



#12 003-000153 a • 131/ 

m • 

d, J = 1.1. 4.8 Hz), 8.66 (1H, d, J = 1.1 Hz). 

[0 1 4 71 
SI jfitil 8 - d 

(3 -7jua-p tf 'J y>-4-^;i/) - + -7* vy~ 2 -J z J > 
[<ti 0 8] 




F O 



(3-"7;v^-ntfu^y-4-^;v) -t7^ 2 — 'f/w-.x * y -;v l 7 
. 0 g 5 - a m^t^m 1 5 . . 1 g £*frfe$ttfc£JI t LT#fc 

O 

iH-NMR (400 MHz, CDCI3) 5 7.49 (1H, dd, J = 4.6, 5.5 Hz), 7.58 (1H, d 
t, J = 1.3, 7.4 Hz), 7.66 (1H, dt, J = 1.3, 7.4 Hz), 7.93 (2H, bd, J = 7 
.4 Hz), 7.97 (1H, d, J = 8.9 Hz), 8.01 (1H, dd, J = 1.5, 8.9 Hz), 8.22 ( 
1H, bd, J = 1.5 Hz), 8.64 (1H, dd, J = 1.3, 4.6 Hz), 8.68 (1H, d, J = 1. 
3 Hz). 
10 1 4 8] 

(3-7;VtP-l-t^ryti 1 )yV-2-^;l/) - (3-7iVin7x^) 

9 J > 

frtl 0 91 




o o 



§£«!I5- a~e&btifz (3-7Wn7x^;v) - (3 -y)\>*u \£V 
2-4 )V) -*?/>3. 0 g£r*nn*;VA3 0m U 7X^Tt?3- 



iUfiE# 2003-3051300 




2003-000153 



132/ 



M. U WEft-fr* 2 . 1 g &&'fe*HfclSII i: L«o 

iH-NMR (400 MHz, CDCI3) S 7.21 (1H, ddd, J = 0.7, 6.7, 8.9 Hz), 7.35 
(1H, ddt, J = 1.2, 2.6, 8.0 Hz), 7.40 (1H, dt, J = 6.7, 8.9 Hz), 7.49 (1 
H, dt, J = 5.4, 8.0 Hz), 7.58 (1H, ddd, J = 1.2, 2.6, 8.9 Hz), 7.62 (1H, 

dt, J = 1.2, 8.0 Hz), 8.14 (1H, dt, J = 0.7, 6.7 Hz). 

[0 14 9] 

mum 1 0 - b 

(3-7fr*u- 1 -**l/\£ViS>-2-4 fr) -1~7 - 2 - 4 )V- * 

lit I 1 0] 



(3-7/M-neys>>— 2— W fr) -7-7 ? vy-2-4 )V- * ? ; > 1. 
5 g & 9 - a Kfl£v^ ttffrffrfrtt 0 . 8 g «r*frfe$Mfc|&fi t Ltftfco 

iH-NMR (400 MHz, CDCI3) £ 7.24 (1H, ddd, J = 0.8, 6.5, 8.8 Hz), 7.41 
(1H, dt, J = 6.5, 8.8 Hz), 7.55 (1H, dt, J = 1.4, 7.4 Hz), 7.63 (1H, dt, 
J = 1.4, 7.4 Hz), 7.89 (1H, bd, J = 7.4 Hz), 7.91 (1H, bd, J = 7.4 Hz), 
7.95 (1H, d, J = 8.8 Hz), 8.01 (1H, dd, J = 1.5, 8.8 Hz), 8.18 (1H, dt, 
J = 0.8, 6.5 Hz), 8.27 (1H, d, J = 1.5 Hz). 
TO 1 5 01 

mm 1 1 - c 

(3 -7^p- 1 zL±£tkl£ U 9 Jy— 4 -a - (z-~7 )Vjru-y 




o 



o 



{±J|iE#2 003-3051300 



mm 2003-000153 



133/ 



iitl 1 1] 




F 



F O 

(3-7Wn7x-;v) - (3-7;i'tnii'j^>-4-^;v) -*$jy\ 
. 8 g *r»iiftl 9 - a fcf£v\ mUi\&%l 1 . 6 5 g Sr^-fe^M^fifS t LX'&tz 



1H-NMR (400 MHz, CDCI3) 8 7.37 (1H, ddt, J = 1.2, 2.5, 8.1 Hz), 7.48- 

7,59 (4H, m), 8.13 (1H, ddd, J = 1.0, 1.5, 6.8 Hz), 8.20 (1H, dt, J = 1. 
5, 5.3 Hz). 
LP_L_5_JJ 

mtm 1 2 - d 

[ftl 12] . 



(3 -y )v*u\*w>- )v) -j-y*uy-2-'( y> 1. 5 

g trtUfitM 9 - a Kt£v\ «gB>ffc#i» 1 . 3 g L« 0 

iH-NMR (400 MHz, CDCI3) 5 7.60 (1H, dd, J = 6.8, 7.8 Hz), 7.61 (1H, d 
t, J = 1.5, 7.5 Hz), 7.68 (1H, dt, J = 1.5, 7.5 Hz),- 7.93 (1H, bd, J = 7 
.5 Hz), 7.95 (1H, bd, J = 7.5 Hz), 7.97 (1H, d, J = 8.8 Hz), 7.98 (1H, d 
, J = 8.8 Hz), 8.17 (1H, ddd, J = 0.6, 1.8, 6.8 Hz), 8.25 (1H, dd, J = 1 
.8, 5.0 Hz), 8.26 (1H, s). 
[0 15 2] 

9mm 1 3 - a 

3- f3-7^tn7x^ -1- MJ^fl/-! H-bT^VP U. 3-b 
1 b'')y>-4-^yK 




mmm 2003-3051300 



#M 2003-000153 



134/ 



m 1 1 3 1 



Tr 




F 



H-Vf^Vn [4, 3-b] t t 'Jy>4 8 0mg*f), W^tl2 5 0mg* 

iH-NMR (400 MHz, CDC1 3 ) a 6.36 (1H, d, J = 8.8 Hz), 7.09 (1H, dd, J = 
6.2, 8.8 Hz), 7.17-7.24 (6H, m), 7.29-7.39 (10H, m), 7.42 (1H, dt, J = 

6.2, 8.2 Hz), 7.79 (1H, d, J = 8.2 Hz), 7.91 (1H, bd, J = 11.3 Hz), 8.13 
(1H, d, J = 6.2 Hz). 
[0 15 3 1 

» &00 1 4 - c 

3- (z-y)\s*uy*.-)V) -1- f')f;v-iH-H7'/n f3. 4. - 
lit 1 1 4 ] 



Mt«9-a £H*dfc3frft-C3- (3-7Wn7i-M -1-hVf^-l 
H-fcf^Vtt [3, 4-c] tf'J^>-3 0 Omg^«b, «ffB4frfr4fe 2 8 5 m g £ 

iH-NMR (400 MHz, CDCI3) a 7.01 (1H, d, J = 1.4 Hz), 7.18-7.24 (6H, m) 
, 7.28 (1H, dt, J = 2.5, 8.0 Hz), 7.33-7.42 (9H, m), 7.55 (1H, dt, J = 6 
.0, 8.0 Hz), 7.61 (1H, ddd, J = 1.4, 2.5, 10.1 Hz), 7.72 (1H, dt, J = 1. 
4, 8.0 Hz), 7.91 (1H, dd, J = 1.4, 7.1 Hz), 8.14 (1H, d, J = 7.1 Hz). 
_1Q 1 5 41 



Tr 




mtE# 2003-3051300 



2 0 0 3-0 0 0 1 5 3 ^--J : 135/ 




Wk&m 1 5 - b 

3-^7»V^-2->f/l/-1 -f'Jf^-!H-ll7'/D T4. 3-bl ejj 

[Ibi l 5] 



Tr 




S£3i#!l9-a £: |SMi&;fr?£-tr 3 --TV? )V- 1 - b V?-)l>- 1 H- 

t??v*n [4, 3-b] e V ^ > 8 0 0 m g /i^ , If fil^ll 5 0 0 m g ^ ife 

iH-NMR (400 MHz-, DMS0-D 6 ) 8 6.36 (1H, d, J = 8.6 Hz), 7. 10 (1H, dd, J 
= 5.8, 8.6 Hz), 7.24 (6H, bd, J = 6.9 Hz), 7.30-7.40 (9H, m), 7.50-7.55 
(2H, m), 7.90 (1H, d, J = 8.6 Hz), 7.90-7.94 (2H, m), 7.99 (1H, dd, J = 
1.9, 8.6 Hz), 8.13 (1H, d, J = 5.8 Hz), 8.60 (1H, d, J = 1.9 Hz). 
TO 1 5 51 
m&M 1 6 - a 

5--7)\sJru- 6 - (3 -y)U^ru^<z/V4 )U) -\£v -Js- 2 -jj)Vtf=.y ij 
2k 

[tl 1 6] 




o 



m^M9- a-e#£>*t& (3-7;vtn-l-t^yf'J^>-2-^;i/) - 
(3-7JVtn7i-;v) -*?S>2. lg(O7-lrb-F'J;i/il20mn: 
h V )Vi/T~Y§. OmK ^fW;w^;^ny Fl. 7 m 



ffifiE#2 003-3051300 



#M 2003-00015 3 



136/ 



^xf-;v; n -^*^>=l : 9) -C«ft$MiU 1 . 0 g 

J 0 1 5 6 1 

ft jM 1 7 - b 

h LUk 
[ftll7] 



ftjiffli o-b-et#«b*L& (3 --7;i/^-n- l -t^ytf'J ^>-2-^;v) 

-1-7?UV-2->lW--*9S*7 8 amg*«IWl6-afcH»^ «Lft- 
oaHB^b-ft* 5 5 0 m g **JH&«MW& £ LT#/io 

1H-NMR (400 MHz, CDCl 3 ) 8 7.49 (1H, dd, J = 8.1, 9.5 Hz), 7.52-7.57 ( 
2H, m), 7.57 (1H, dd, J = 2.0, 8.8 Hz), 7.77 (1H, dd, J = 3.3, 8.1 Hz), 
7.82-7.86 (1H, m), 7.85 (1H, d, J = 8.8 Hz), 7.89-7.93 (1H, m), 8.13 (1H 
, d, J = 2.0 Hz). 

fOl 571 

m&m 1 8 - c 

3_ (Z- y) ]s±u-7^~)V) -1- ^'Jf^-IH-^'/P L3_ 4-C 

Mkii8] 

?N T r 



3 _ (3_7^07x^) -1- h';-f-;V-lH-H°9Vn [3, 4, - 
c] \£ V W- 6 -**v K 2 0 0 m g £ft«0 1 6 - a fcflfev^ UtSB'fk^ 1 





mtE# 2003-3051300 



i§2 003-000153 




s<-Z?: 137/ 



5 0 m g *m&&Mt Lxmzo 

iH-NMR (400 MHz, CDC1 3 ) 8 7.15-7.21 (6H, m), 7.28-7.39- (10H, m), 7.57 
(1H, dt, J = 6.4, 8.0 Hz), 7.59 (1H, ddd, J = 1.3, 2.5, 10.7 Hz), 7.72 

(1H, dt, J = 1.3, 8.0 Hz), 8.52 (1H, d, J = 5.7 Hz), 8.60 (1H, d, J = 5. 

7 Hz). 
TO 1 5 81 

*m.m 1 9 - b 

^_^^^] y y- 9 .-4)V-l -Mi~f-;i/-i H-vf^/n U. 3-bl 

[flu 1 91 



X&fll 7 - b t BWUft^Sfe-C. 3-t7^V>-2-^f ;v-l->';^;v~l 
H-ti^/n [4, 3-b] tru 5»-4-**'>K4 8 Omg^<b> atlBft^ 
ft 3 8 0 m g t L-C#£o 

iH-NMR (400 MHz, DMS0-D 6 ) 8 6.89 (1H, d, J = 9.1 Hz), 7.23-7.28 (6H, 
m), 7.33-7.42 (9H, m), 7.54-7.59 (2H, m), 7.77 (1H, d, J = 9.1 Hz), 7.92 
-7.97 (1H, m), 8.02-8.07 (1H, m), 8.04 (1H, d, J = 8.7 Hz), 8.25 (1H, dd 
, J = 1.8, 8.7 Hz), 8.97 (1H, d, J = 1.8 Hz). 

ro 1 5 91 

n&m 2 0 - d 



Tr 




aifiE# 2003-3051300 



#M 2003-000153 




^-v: 138/ 



mi 2 0] 



ci 



N 




IB£#I1 2-dX~nbtl& (3-7;V^n-l-^^rvt°';^^-4--f ^) 

m^m%r 8oici?i. 5 wmnWi t & 0 Rj&fc * mskm l > v& 

n _ A ^ t> =i9 : 1) u ^fHfcttftfcLTWBfl:** 

6 8 0mg. ^»^iftfcLTTlBiH6«2 l-dlMft© (2-*nn-3- 
7^nif'jr/-4-^) — *-7*l/V-2-4 ;V-^^>5 5 0mg£ 

iH-NMR (400 MHz, CDC1 3 ) 8 7.50 (1H, d, J = 4.6 Hz), 7.60 (1H, t, J = 
7.5 Hz), 7.68 (1H, t, J = 7.5 Hz), 7.93 (1H, d, J = 7.5 Hz), 7.95 (1H, d 
, J - 7.5 Hz), 7.98 (1H, d, J = 9.1 Hz), 7.99 (1H, d, J = 9.1 Hz), 8.21 
(1H, bs), 8.45 (1H, s). 

[0 1 6 01 
I£3£#|J 2 1 - d 

Mfci 2 1] 



iH-NMR (400 MHz, CDCI3) 8 7.41 (1H, t, J = 4.6 Hz), 7.60 (1H, t, J = 
7.5 Hz), 7.68 (1H, t, J = 7.5 Hz), 7.93 (1H, d, J = 7.5 Hz), 7.95 (1H, d 




F 



O 
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^-v". 139/ 



J = 7.5 Hz), 7.98 (1H, d, J = 9.1 Hz), 7.99 (1H, d, J = 9.1 Hz), 8.21 
(1H, bs), 8.41 (1H, d, J = 4.6 Hz). 

JO 1 6 11 

2 2 - b 

Utl 2 2] 



%kntm 2 o - d t ra«t*^ft-c, 3- (3-7wn7x^) -l- 

iV-lH-t^y'n [4, 3-b] tf'J^/-4-t^>K10-0mg^H^ 
>*^**S'»ft 1 J>fcfttfBU TIBO*»J2 3-b|Bm^3- 
n7 x^^) -5-^nn-lH-^r/o'[4 ( 3-b] t''J^3 0mg^) 
H-fe^*^ £ ^ fc, ffi^O^ia^t; 6 0 m g fc&rfet^t LX^^PMt^c 

1H-NMR (400 MHz, CDC1 3 ) 8 6.54 (1H, d, J = 8.9 Hz), 6.92 (1H, d, J = 
8.9 Hz), 7.03 (1H, dt, J = 2.5, 8.1 Hz), 7.17-7.23 (6H, m), 7.24-7.35 (9 
H, m), 7.40 (1H, dt, J = 6.0, 8.1 Hz), 8.10 (1H, ddd, J = 1.9, 2.5, 10.7 
Hz), 8.25 (1H, bd, J = 8.1 Hz). 

TO 1 6 21 

mmm 2 3 - b 

3_ (^--y^u-y^-M -S-»PP-1 H-fcT^/P T4, 3-bl ^° 

mi 2 3i 



Tr 



CI 




H 




ffiiE# 2003-3051300 



9frm 2 0 0 3 - 0 0 0 1 5 3 ^ -^-V : 140/ 

lH-NMR (400 MHz, CDCI3) 7.11 (1H, ddt, J -1.2, 2.8, 8.0 Hz), 7.37 
(1H, d, J = 8.7 Hz), 7.48 (lH.dt, J = 6.0, 8.0 Hz), 7.82 (1H, d, J = 8. 
7 Hz), 8.20 (1H, ddd, J = 1.5, 2.8, 10.4 Hz), 8.31 (1H, bd, J = 8.0 Hz), 
10.20-10.40 (1H, bs). 
_ TO 1 6 31 
SBt0l2 4-a 

C3_ (3-7fr±u*7^~)V) -1- hi)*-fl/-lH-tf7V*P L4_, 3- 
mi 2 4] 



Tr 




m&ffll 3- aT?#«=>*U> 3- (3-7Hn7x^V) -1- VVf;V- 
IH-fcT^Vn [4, 3-b] lf'J??>-4-***>K5 0 m S & Ok ft&Wt 2 m 

^ ;v: n -^^>=3 : 1 7) -e«$^]§iU *rti»*i:UT^«lffll**»flB 
it&tobbi>KT%m&M2 [3- (3-7;V^n-7^^;i/) -1 

- bVf^-lH-^yn [4, 3-b] b''Jy>-6-^;v] T^rx- 
h£0?!-B-%£> £$Jfc&J6 : 4, i|X4 6 2mg£#£ 0 

lH-NMR (400 MHz, CDCI3) 5 2.38 (3H, s), 6.65 (1H, d, J = 9.1 Hz), 6.7 
1 (1H, d, J = 9.1 Hz), 7.02 (1H, dt, J = 2.7, 8.0 Hz), 7.20-7.28 (6H, m) 
, 7.28-7.34 (9H, m), 7.38 (1H, dt, J = 5.8, 8.0 Hz), 8.10 (1H, ddd, J = 
1.8, 2.7, 10.7 Hz), 8.19 (1H, bd, J = 8.0 Hz). 

TO 1 6 4] 
WM 2 5 - a 

ttlSE# 2003-3051300 



#M 2 003-000153 




^-v: 141/ 



_ £3_ (^- 7) ^n7x^ -1- hl L£3k= 1 H-e^'/n Lb 3- 
tffcl 2 5] 



1H-NMR (400 MHz, CDC1 3 ) 5 2.23 (3H, a). 6.38 (1H, d, J = 2.0 Hz), 7.0 
3 (1H, dt, J = 2.7, 8.0 Hz), 7.20-7.28 (6H, m), 7.28-7.34 (9H, m), 7.40 
(1H, dt, J = 5.8, 8.0 Hz), 8.14 (1H, ddd, J = 1.8. 2.7, 10.7 Hz), 8.26 ( 
1H, bd, J = 8.0 Hz), 8.36 (1H, d, J = 2.0 Hz). 

rn lfi 51 

msm 2 6 - b 

R — f /Ul J- » V 

Ubi 2 6] 



Rjg0|2 2-b-C#fcftfc«*0 3- (3-7Hn7x-;l') - 5 -?un- 
l-h'Jf;v-lH-e7^/n [4, 3-b] t:V^V50mg> hV^f"^ ( 
l_j.h3->e-;v) 135^1 £N, N-'^W^75 K2mn:fIL 
,rf7^(H)7x-^7r/) /<9V7A (0) lOmg&Jllx.. 1 

o M^THFl Oml-7iClml(7)^W«U 5NtfO. 5mU 
iJDx. 90ttl O»^t/co EJfc**m RXS«HJftBMc*^ > V * **** 



Tr 




H 




{±iiE# 2003-3051300 
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^-v *. 142/ 



* nf^m 0 . 5ml £ Jn;imi&-e 5 ^HHt# t fc G > V * A 

iH-NMR (400 MHz, DMS0-d 6 ) 8 2.78 (3H, s), 7. 27 (1H, dt, J = 2.6, 7.9 
Hz), 7.61 (1H, dt, J = 6.3, 7.9 Hz), 8.04 (1H, d, J = 8.9 Hz), 8.20 (1H, 
d, J = 8.9 Hz), 8.33 (1H, ddd, J = 1.3, 2.6, 10.4 Hz), 8.40 (1H, bd, J 
= 7.9 Hz), 13.82-13.96 (1H, bs). 

rm 6 61 
mm 2 7 - a 

Hfcl2 7] 



(3- 7 jvtn7x^) - (3-7;vtnfV^-2-^v) -**/>l 
5g^^^5mn:»> fcK?*>-#*I*:i. 0ml*ftl*.8 0 
! CT?4P#^»t^o RJ&mKTjc&inx- »f^tiWLf;c *f«W^ * 

»yiJ*W7A^7>^77^ (Wm^^: n-^^^>=l : 
4) -CffiS^il, IIBjM 2 4 0 m g ttf fco 

iH-NMR (400 MHz, DMSO-D 6 ) d 7.21 (1H, dt, J = 2.4, 8.0 Hz), 7.44 (1H, 
dd, J = 4.1, 8.6 Hz), 7.55 (1H, dt, J = 6.0, 8.0 Hz), 8.07 (1H, dd, J = 
1.5, 8.6 Hz), 8.30 (1H, dd, J = 2.4, 10.9 Hz), 8.35 (1H, d, J = 8.0 Hz) 
, 8.64 (1H, dd, J = 1.5, 4.1 Hz), 13.47-13.53 (1H, bs). 
[0 1 6 7_L 



H 
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^-v ? : 143/ 



8-b 

3-t7»l/>-2->f^-lH-e97D U. 3-bl tfiJ^V 

mi 2 si 




iS^2 7-at^#^"e (3-7WnfiJ^-2-^H 

y- 2 -^f;V-^ *7 > 1 . 2 g^f>> aHfrffrfrto 4 6 0 m g £&Sfemfcf§iH £ 

iH-NMR (400 MHz, DMS0-D 6 ) 8 7.44 (1H, dd, J = 4.1, 8.8 Hz), 7.53 (1H, 
t, J = 8.5 Hz), 7.55 (1H, t, J = 8.5 Hz), 7.84 (1H, bd, J = 8.8 Hz), 8. 
03 (2H, d, J = 8.5 Hz), 8.09 (1H, dd, J = 0.6, 8.8 Hz), 8.57 (1H, dd, J 
= 1.8, 8.8 Hz), 8.69 (1H, dd, J = 0.6, 4.1 Hz), 9.17 (1H, d, J = 1.8 Hz) 



[Q 1 681 

mtfm 2 9 - c 

3- (Z-7)VjrU7 



-lH-^'/n T3. 4-cl \ZW> 



Mfcl 2 9] 




(3-7WD7x-;v) - (3 -y)V*u w— 4 -<4)V) -^*/>2 
, 0 g *M3m 2 7 - a Ki&^K mmt^m 4 9 0 m g ZMfeffiMt LXmtZo 
1H-NMR (400 MHz, DMS0-D 6 ) a 7.26 (1H, dt, J = 2.6, 8.2 Hz), 7.58 (1H, 
dt, J = 6.6, 8.2 Hz), 7.78 (1H, dd, J = 2.6, 10.4 Hz), 7.89 (1H, d, J = 
8.2 Hz), 8.10 (1H, dd, J = 1.2, 5.9 Hz), 8.31 (1H, d, J = 5.9 Hz), 9.10 
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144/ 



(1H, d, J = 1.2 Hz). 
TO 1 6 91 



3 0 - a 
3- (3-7Hn7x^V) 



-lH-b°7-/P U. 3-bl gijy^-R- 



Uti 3 o] 




-•7;v^-n-6- (3 -7;v^-n^>v'-f ;v) - tf y 2 
- h U ;V 1 . 0 g 4r*Btfi| 2 7 - a Kt£v\ ^ffrfb^tf 2 8 0 m g £#tStfeS&5fc 

iH-NMR (400 MHz, DMSO-Dg) d 7.28 (1H, dt, J = 2.4, 8.0 Hz), 7.61 (1H, 

dt, J = 6.4, 8.0 Hz), 7.98 (1H, dt, J = 8.5 Hz), 8.16 (1H, dd, J = 2.4, 

10.6 Hz), 8.28 (1H, d, J = 8.0 Hz), 8.32 (1H, d, J = 8.5 Hz), 13.95-14. 

20 (1H, bs). 
[0 17 0 1 

«Uft«3 1-c 

3- (3-7^tP7x^) -l-f')f^-lH-tf97n T3. 4-cl 




«SM2 9-CC»5Sbfc3- (3-7WH7x^V) -lH-e?7n [ 
3, 4-c] tfUv>2. 43g<7)N, N-^f;V*;VAT^ KlOmTili 



mSE3f 2 003-3051300 



003-000153 ^ • 14 5/ 

ir. 7X<tT-e 6 0 %7miti- 8 0 m g £*nx> 3 0 

1H-NMR (400 MHz, CDCI3) £ 7.20-7.24 (6H, m), 7.26 (1H, dt, J = 2.5, 8 
.1 Hz), 7.30-7.40 (9H, m), 7.55 (1H, dt, J = 6.4, 8.1 Hz), 7.64 (1H, ddd 
, J = 1.4, 2.5, 10.0 Hz), 7.74 (1H, d, J = 1.4 Hz), 7.78 (1H, dt, J = 1. 
4, 8.1 Hz), 8.13 (1H, dd, J = 1.4, 5.7 Hz), 8.24 (1H, d, J = 5.7 Hz). 

10 1 7 11 
«ft«3 2-a 



Hti 3 2] 




7-a-CWSLjt3-"(3-7^*n7*-^) -lH-tT^/n [ 
4 f 3 - b ] tf i; ^> 2 2 0 m g fcSBifll 3 1 - c Kt£v>, ^IMb^tf 4 6 0m 

iH-NMR (400 MHz, CDCI3) 5 6.64 (1H, dd, J = 1.8, 8.7 Hz), 6.93 (1H, d 
d, J = 4.6, 8.7 Hz), 7.02 (1H, dt, J = 2.5, 8.0 Hz), 7.21-7.26 (6H, m), 
7.27-7.33 (9H, m), 7.40 (1H, dt, J = 6.4, 8.0 Hz), 8.19 (1H, dd, J = 2.5 
, 10.3 Hz), 8.31 (1H, d, J = 8.0 Hz), 8.57 (1H, dd, J = 1.8, 4.6 Hz). 

[0 17 2] 
«S«3 3-b 

3 _^ 7<yi/ v-a-^^-i - TT-bf^/n \A. 3-bl ey 

>>> 



ffl!E# 2003-3051300 



4$JB 2 003-000153 



S>! 146/ 



frffcl 3 3] 




3-t7^VV-2->f^-lH-lf9 N /n [4, 3-b] t'V^>4 4 0mg 
fcSBSfll 3 1 - c K|£v\ SSgBft^ 8 0 0 m g «r*&fe»*fc LT#fc 0 

1H-NMR (400 MHz, CDCI3) S 6.66 (1H, dd, J = 1.1, 8.8 Hz), 6.95 (1H, d 
d, J =4.2, 8.8 Hz), 7.25-7.34 (15H, m), 7.43-7.51 (2H, m), 7.83 (1H, dd 
, J = 2.3, 7.9 Hz), 7.88 (1H, d, J = 8.5 Hz), 8.00 (1H, dd, J = 2.3, 7.9 

Hz), 8.42 (1H, dd, J = 2.0, 8.5 Hz), 8.62 (1H, dd, J = 1.1, 4.2 Hz), 9. 
18 (1H, d, J = 2.0 Hz). 

TO 1 7 31 

mmm 3 4 - b 

3 - + y ?V^-2-4 )V- 1 H-fcT^VP U. 3 -hi S?^- 5 - 
MSI 3 4] 



Mkmm 1 9 - b r^kata 3-t7^i/v-2-'f;i/-i-hv 1 h - tr 

7 7n [4, 3-b] f'J ^'y - 5 - * f 'J ;V 3 6 0 m g n n ^ ^ 

(»»xf^: n--s^r^>=3 I 1) U *IB<fc^» 1 8 0 m g £ 




ffiliE# 2003-3051300 
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: 147/ 



iH-NMR (400 MHz, DMSO-De) d 7. 53-7. 60 (2H, m), 7.94-7.99 (1H, m), 8.0 
0 (1H, d, J = 8.6 Hz), 8.05-8.10 (1H, m), 8.08 (1H, d, J = 8.6 Hz), 8.33 

(1H, d, J = 8.6 Hz), 8.51 (1H, dd, J = 1.3, 8.6 Hz), 9.02 (1H, d, J = 1 
.3 Hz), 14.02-14.13 (1H, bs). 

[0 17 41 . 

*»J3 5- a 

3- (3-7W7x^) -lH-fc'7-/n L4_ 3-bl 
[ftl3 5] 



$BiM2 4 -'a T&btiZ [3- (3-7Wn7x-jV) -1- Mj^;V- 
lH-e^Vtt [4, 3-b] T-fe-r-h^: [3- (3 

-7WQ7x^l/) -1- hVf^-lH-k°7V'n [4, 3-b] f'Jv 
6 ->f ;V] h 6 2 m g 3 4 - b fctfc Ctt&X 

: i~i : o) t?«s*iu f^m*£Lxi%m&j&ti-'?ibz>n&4b&mi o 

m g Ttmnm 3 6 - a KflB*©#frfe»3fc lTfiitt^*S [3 - ( 
3-7;Vtn7x^JV) -lH-n°9V*n [4, 3-b] — f >V] 
7^7- M Omgfch ^lc#7t 0 

iH-NMR (400 MHz, CD3OD) $ 6.60 (1H, d, J = 9.6 Hz), 7.15 (1H, dt, J = 
2.6, 8.0 Hz), 7.52 (1H, dt, J = 5.9, 8.0 Hz), 7.56 (1H, bd, J = 10.4 Hz 




ffiSE# 2003-3051300 



#12 003-000153 



^-v: 148/ 



), 7.62 (1H, bd, J = 8.0 Hz), 7.88 (1H, d, J = 9.6 Hz). 
,1 0 17 5] 
mMM 3 6 - a 

[it 1 3 6 ] 



1H-NMR (400 MHz, CD 3 0D) 5 2.38 (3H, s), 7.12 (1H, dt, J = 2.7, 8.4 Hz 
), 7.49 (1H, dt, J = 6.1, 8.4 Hz), 7.80 (1H, d, J = 2.1Hz), 8.21 (1H, dd 
d, J = 1.6, 2.7, 10.4 Hz), 8.27 (1H, dd, J = 1.6, 8.4 Hz), 8.42 (1H, d, 
J = 2.1Hz). l 
TO 1 7 61 

%mm 3 7 - a 

3- (3-7^P7x^) -1H-If97n f4. 3-bl t^Jv^-5- 
Mfcl3 7] 



3- (3-7WD7x-;V) -lH-fc*77n [4, 3-b] ey^>~5- 
#;l/s}f^ M^140mg**lml, lml, Skffclfc 1 m 1 ©SMS 

teiHiU 1 0 or-CS^WJDSitL^o Rj£f£t~7X<$7fc2 5ml £#Dx.> 

iH-NMR (400 MHz, DMS0-D 6 ) S 7.17 (1H, dt, J = 2.8, 8.1 Hz), 7.52 (1H, 
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^-v: 149/ 



dt, J = 6.8, 8.1 Hz), 7.89 (1H, d, J = 9.0 Hz), 7.95 (1H, d, J = 9.0 Hz 
), 8.38 (1H, d, J = 8.1 Hz), 8.40 (1H, bd, J = 11.3 Hz). 
TO 1 7 71 

mnm3 8— b 

9,-^-79 Vy-2 1 H-tf-7V»P f4. 3-hl \£Wy-S-i])V 
Hbl3 8] 



$mM3 4 -h~Z'&hfitz3 -i-y? US- 2 1 H-bf9 Vn [4, 3 
-b] e'Jy^-5-*;^HJ)H8 0mg^ H»J 3 7 - a K*S 

mil, m&smt Lxmmtt&mi 5 omg^. 

iH-NMR (400 MHz, DMS0-D 6 ) d 7.51-7.59 (2H, m), 7.95 (1H, bd, J = 7.9 



= 8.6 Hz), 8.20 (1H, d, J = 8.6 Hz), 8.63 (1H, dd, J = 1.6, 8.6 Hz), 9. 
18 (1H, d, J = 1.6 Hz), 13.12-13.27 (1H, bs), 13.81 (1H, s). 
[0 17 8] 

m&m 3 9 - e 

2-^> v;V- 5--7j^;1/-2 H-e7 7-;v- 3 -4 )VT< > 
Hbl3 9] 



H 



HOOC 




Hz), 8.03 (1H, bd, J = 7.9 Hz), 8.06 (1H, d, J = 8.6 Hz), 8.12 (1H, d, J 



Bn 





ffiiE#2 003-3051300 



^2003-000153 ^ 

U W&ik&m 4 . 1 g ift&tirtm* t LX%tZo 

iH-NMR (400 MHz, CDCI3) S 3.40 (2H, bs), 5.28 (2H, s), 5.92 (1H, s), 
7.22 (2H, d, J = 8.0 Hz), 7.28 (2H, t, J = 8.0 Hz), 7.32-7.37 (2H, m), 7 
.38 (2H, t, J = 8.0 Hz), 7.77 (2H, d, J = 8.0 Hz). 
10 17 91 

mm& 4 0 - e 

1 -^yViv-z-y H-tfvv'n T3. 4-bl fc^Jv^-S-ft 
frffcl 4 0] 




2-vTy-3, 3-^f^-l-W;i/-f tf'J7Al. 65g 
^^^y-;V30ml U BU&feKmMKW&M 3 9 - e t?# tt/c 2 - 

^>y>- 5 - 7x-JV- 2 H - 3 - ^f ;V7 r/ 2 . 5 g, 

1 . 5ml fcJOUfcbllx.. 3 ^IMII L£ c RJ&fotejm*&1- hV* A 7 jc?# 

iH-NMR (400 MHz, CDCI3) S 5.78 (2H, s), 7.28-7.37 (3H, m), 7.43 (2H, 
bd, J = 7.2 Hz), 7.47 (2H, t, J = 7.2 Hz), 7. 54 (2H, t, J = 7.2 Hz), 7.91 
(2H, bd, J = 7.2 Hz), 8.66 (1H, d, J = 1.9. Hz), 8.78 (1H, d, J = 1.9 Hz 
). 

.10 1 8 0] 

ij§M4 1 - e 

ffiiE# 2003-3051300 



2003-000153 ^ ^-v* I 151/ 




HOOC 



^te«3 7-afcR«ft^-e3- (3-7^D7x-^) -lH-^yn 
[4, 3-b] fc'V yy-5-*;wf-f'J^6 0 Omg^ti: U. StgBft 

^-t/ 5 0 0 m g tm&ffiMt LT#7t 0 

iH-NMR (400 MHz, DMS0-D 6 ) 8 5.78 (2H, s), 7.24-7.30 (5H, m), 7.47 (1H 

, t, J = 8.6 Hz), 7.56 (2H, t, J = 8.6 Hz), 8.01 (2H, d, J = 8.6 Hz), 8. 

97 (1H, d, J = 2.0 Hz), 9.12 (1H, d, J = 2.0 Hz). 
[ 0 1 8 1 ] 

mmm 4 2 - e 

l-^>^-3-7x^-lH-^'/P T3. 4-bl \£W>-5-% 

{it 1 4 2 ] 

Bn 

1 

I 

MeOOC 



N -N 




mifeMA 1 - e-e#f>^ 1 3 - 7x-;v- 1 H-lf 7 Vn [3, 

4-b] tfU Vy-S-iJ)V^Z/W.l 0 OmgSrN, N-^W^TU* 
5m 1 K&JBU »'J7A6 Omg, m^ik^f-^Z 0/4 1 SrtJIIx.— S&M 

iH-NMR (400 MHz, DMS0-D 6 ) 8 4.00 (3H, s), 5.80 (2H, s), 7.25-7.34 (3H 



ffi|E# 2003-3051300 



^2 0 0 3-0 0 0 1 5 3 ^ ^-i 

, m), 7.41-7.48 (3H, m), 7.53 (2H, t, J = 7.6 Hz), 7.98 (2H, d, J = 7.6 
Hz), 9.01 (1H, d, J = 1.8 Hz),. 9.22 (1H, d, J = 1.8 Hz). 

[0 18 21 
mMM4 3-e 

3-7^-^-1 H-tf?ya T3. 4-bl trys?v-5-#;M?>ife 

mi 4 3] 



HOOC 




K&ftU 2 - e X-%hfttz 1 -^^^;V-3-7i-JV- 1 H-tf^Vn [3, 
4-b] tfy v^>- 5 -*;^f^l 0 0mgM2m 1 . S®4ml > 7X2 

m i (vm^mm^m^ ^tx^uam3 o om g ^inx.^ Rj&ifc* i o 
-trjtimu ii7X«m^^ , ; ^A-e^L/io mt^Jivwy* 

iH-NMR (400 MHz, DMSO-Dg) d 7.46 (1H, t, J = 7.6 Hz), 7.56 (2H, t, J 
= 7.6 Hz), 8.02 (2H, d, J = 7.6 Hz), 8.94 (1H, d, J = 2.0 Hz), 9.06 (1H, 
d, J = 2.0 Hz), 13.20-13.35 (1H, bs), 14.18 (1H, s). 
r 0 1 8 3 1 

%mm 4 4 - e 

m&m4 3 - e-e#£>*L£3 -7i^- 1 H-t°7V*n [3, 4-b] \£W 
>- 5-7>;i/^>^3 0 Omg^N, N-^^fHM7^ KIt5m 1 Km 
fi¥L0. 5 m 1 To 1 0^<DU,m i §Kfr&Lti o <DpmmKm* <D 1 MfcT 
^©N, N-^fWA7Umi3 0^K lS^l-tFn^y 
^>Xf'J77-^N, N-^WM7U«13 0// K 1 -J^ 
;v- 3 - (3-y^W5 7^n fcf;l/) # ;v^v-f ^ K&Sfc& 4 8 m g , v-f 
V^ntf^-x^T^ >90// 1 £M<fc&Dx., V-^va 1 OfrmMLfz 

-M^mw^tzo lc-ms mmmm ; o . 1 % h y ? )\< 



B\W& 2003-3051300 



#M 2003-000153 A ^-v: 153/ 



tn^f7-fe>^bV;«: o. l%>V7;vtnii^tMt=i : 

99-100 I 0/2 0£"9->f ffiM I 2 Oml/%", YMC Comb i 
prep ODS-AM, 2 0 mm<D X 5 0 mm (Long) ] K «fc *) 53*t5£ 

_[0 1 8 4] 

^ife^H 4 5 - e 

■S-7x^V-lH-e77P T3. 4-bl g'J yv-5-»jpr/« 
HU14 4] 

n H 




MS (ESI)m/z 279 MH+ 
[ Q 1 8 5] 



6-e 

3-7x^;v-lH-lf7 ; /n f3. 4-bl fcf'J 2 >- 5 - U )±M>M 
Mbl 4 5] 




MS (ESDm/z 330 MH+ 
TO 1 8 61 



7 - e 

3-7i-^- 1 H-bf^Vn T3. 4-bl tfiJ ^V- 5 -ani/aKVBfe (zi 



tfJfE# 2003-3051300 



#M 2003-000153 



154/ 



mi 4 6] 



MS (ESI)m/z 323 MH+ 
[0 1 8 71 




8 - e 

3-7ic:;l/-lH-lf77P f3. 4-bl tf 'J V>- 5 -ft;H3?>iE (7 
Mbl 4 7] 




MS (ESI)m/z 319 MH+ 
F0 1 8 81 



9 - e 

3-7x^-lH-k'7-/n T3. 4-bl ejj S?^- 5-%JUtf>Wl LL 

^jry^f;v-7^e;l/) — T ^ F 
lit 1 4 8 ] 




MS (ESDm/z 325 MH+ 
[0189] 
HJft« 5 0 - e 

3-7x^l/-lH-e7-/n T3. 4-bl gijy>-5-;frJM?>BS (2 



ffiiE# 2003-3051300 



mm 2003-000153 : 155/ 

_ Hhl 4 9 1 




MS (ESI)m/z 324 MH+ 

[0190] mmm 5 1 - e 

3 - 7 j. .=./!/- 1 H-bfv-/n r.3. 4-bl \£WZs- 5-% fr#>m (2 
-^fji/X;V77-^-xf;M — TSK 
litl 5 0] 




MS (ESI)m/z 313 MH+ 
TO 1 9 11 

mmm 5 2 - e 

3-7x^-lH-^7-/P T3. 4-bl LL 

- Kn^y ^ f jv- 3 - f ;v^;P7 7^;v-7n if ;v) — T ^ K . 
[ftl 5 1] 




MS (ESI)m/z 357 MH+ 
[0192] 5 3 - e 

3-7x^Jl/-lH-b°7'/n T3. 4-hl £11 z?>-5-X)Vtf^m (I 
-T-y-tf~>»P f2. 2. 2j_±£_hz^3 — L2k) K 



miiE# 2003-3051300 



#S2 003-000153 



^-S>: 156/ 



m 



uti 5 2] 



H 




N 



H 



N 



MS (ESI)m/z 348 MH+ 
[0193] m&M 5 4 - e 

3--7^~;v-iH-tfvv*p T3. 4-bl \£v i?>-5-* frtf>Wt LA 

ME15 3] 



MS (ESI)m/z 337 MH+ 
[0 19 41 

mmm 5 5 - a 

mMm3 7 - 2L^nhfitz3- (3-y)V^uy^z^ju) -lH-e^Vn [4 
, 3-b] v>- 5-^;V^>m^> Idfe#!l4 4-e h IWpHUc® * <?> T ^ > 

[0 19 51 

5 6 - a 

3- (3-7;v^-p-7^^;i/) -lH-tf7'/n f4. 3-bl 
frftl 5 4] 



N 



H 




H 




ffi!iE# 2003-3051300 



<Wm 2003-000153 



: 157/ 



MS (ESDm/z 297 MH+ 
fO 1 9 61 

^ffitii 5 7 - a 

3- (3-7HP7i^) -1H-W a f4. 3-bl fcf'J^>-5- 

ajkjl>M (77>-2-^;^f;i/) -7^F 

[flSl 5 5] 



MS (ESI)m/z 337 MH+ 
TO 1 9 71 

Hifc«5 8-"a 

3- (3-7WD7i^) - 1 H-^'7V'D U. 3-bl H°iJv>-5- 
#;Wi?>g£ (ff7HKP77>-2-^Mf;V) -T5 K 
Mkl5 6] 



MS (ESI)m/z 340 MH+ 
TO 1 9 81 

mmm 5 9 - a 

3- (3-y)V*W7a,~)V) -iH-tf^Vn U. 3-bl 



H 




H 




ffif3E# 2003-3051300 




MS (ESI)m/z 342 MH+ 
[0 I 9 91 

mmm 6 o - a 

3- (3-7Mn7x^V) -1H-If7'/P T4. 3-bl E^J^V-S- 
Mfcl 5 8] 



H 




MS (ESDm/z 348 MH+ 
TO 2 0 01 
iPJ 6 1 - a 

3- (3--7;i/*P7;c-;M -lH-fcf^/p f4. 3-bl H°iJv>-5- 
#;v#t^g£ (i Kpjpy^f;i/-2-^f;i/7°a^) — y ^ K 
[-fbl5 9] 



H 




MS (ESI)m/z 343 MH+ 
tO 2 0 11 
I1M 6 2 - a 

3- (3-7)V*U7^-)l>) -lH-tf^/D T4. 3 -hi fcfijy>-5- 

ffiSE# 2003-30513 



#M 2003-000153 ^ 

# • 

*frtf>WL (l-^^>^Wnb» -75 K - 
[ftl6 0] 



H 




MS (ESI)m/z 343 MH+ 
[0 2 0 2] 

mmm e 3 - b 

H»J3 8-bt:i#^tL7t3-^- , 7^1/>-2--r;v-lH-li9V*n [4, 3 

-b] ev^^-5-*;v^^m*> 4 a - e tm&fcm* <dt $ > tm 

r 0 2 0 3 1 

HJ&fll 6 4 - b 

3 =±7± 2 -^T;V- 1 H-H°77P T4. 3-bl H° U y ^- 5 - # ;V 

£ >Jg k » P */P gik 7 S K 
Mb 1 6 1 ] 



H 




MS (ESI)m/z 329 MH+ 
TO 2 0 41 
nmffl 6 5 - b 

3--t--7^1x^-2-^r;v- 1 H-H°7-/n f4. 3-bl bfiJv>-5-^7;v 



mfJE# 2003-3051300 




160/ 



MS (ESI)m/z 369 MH+ 
TO 2 0 51 

mm®}6 6-b 

# 3-t7^l/^-2-^;V-lH-tf7VP f4. 3-bl fc: 'J y > - 5 - ft ;V 

€ZM (fh7bKn77>-2-^;^f;v) — T ^ K 

[ftl6 3l 



H 




MS (ESI)m/z 373 MH+ 
[0 2 0 61 

3-j-7^l/>-2-^;i/-lH-tf7-/p U. 3-bl b° ') - 5 - a ^ 

(2 -7^^;V7^ ^ J-t^) -T^ K 
Htl6 4] 



H 




MS (ESlWz 374 MH+ 



mtiE# 2003-3051300 



mm 2 003-000153 



: 161/ 



[ 0 2 0 71 



^»>J6 8-b 

3-^'7»w-2 — f 1 H-fcf 9'/n f4. 3-bl tT^yv- 5-3&;V 




MS (ESI)m/z 380 MH+ 

ro 2 o $i 



9-b 



[4tl 6 6] 



HO 




MS (ESI)m/z 375 MH+ 
[0 2 0 9] 



mmm i o - b 

3 —}-7 9 2 r^L2k= 1 H-bf9 Vn f4. 3-bl tf ij 5 -ft Jl/ 



tfiiE# 2003-3051300 




162/ 



MS (ESI)m/z 375 MH+ 
[0 3 101 
M&m 7 1 - d 

Mtl 6 8] 




) t7^1/>-2--fiV-^^y>3 0 0mg(O7^h^F , J;V3ml 
iaThV^f;Vy'j;i/'>7-KO. 30mL ^W^^Hn'JKO. 
5 1ml £Snx.T, 1 Btnl&SaELfco 7]t£3jnx.> L. I&ffitft 

!H-NMR (400 MHz, CDCI3) 8 7.60 (1H, ddd, J = 0.8, 7.2, 8.0 Hz), 7.68 (1 

H, ddd, J = 0.8, 7.2, 8.0 Hz), 7.88-8.00 (5H, m), 8.15 (1H, s), 8.75 (1H 
, s). 
TO 2 1 11 

skmvt 7 2 - d 



ffiliE# 2003-3051300 



#J§ 2003-000153 



: 163/ 




/>3 0 0mg±!) IKjiffll 7 1 - d Vjjm-C\ tHIBft^ 2 3 0 m g £4£fef£ifl 

iH-NMR (400 MHz, CDC1 3 ) S 7.60 (1H, ddd, J = 0.8, 7.2, 8.0 Hz), 7.68 (1 
H, ddd, J = 0.8, 7.2, 8.0 Hz), 7.71 (1H, t, J = 4.8 Hz), 7.91 (1H, s), 7 
.93 (1H, d, J = 0.8 Hz), 7.95 (1H, dd, J = 1.6, 8.0 Hz), 7.98 (1H, d, J 
= 8.0 Hz), 7.88-8.00 (5H, m), 8.15 (1H, s), 8.73 (1H, dd, 0.8, 4.8 Hz). 
TO 2 1 21 



3-d 

5-^nn-3-t7^V>-2-^;i/-lH-b°7-/P f3. 4-cl bf'Jy 



Hfcl 7 0] 




MMJ2 0-dlcj; «9#£>*i7t ( 2 n n - 5 -7)V*u \£ 1; yy- 4 --f ;v 
) 7- "7* l^>- 2 > 5 0 OmgOf'J v>5m 1 ^K^rSTk: 
K7^/-7»0. 2 6ml *^nx.T. 1 B»MlL£ 0 «ETMt^ 



ttilE# 2003-3051300 



mm 2003-000153 



*<-~i? : 164/ 



iH-NMR (400 MHz, DMSO-Dg) d 7.54 (1H, td, J = 1.6, 7.2 Hz), 7.57 (1H, t 
d, J = 1.6, 7.2 Hz), 7.95 (1H, dd, J = 1.6, 8.4 Hz), 8.03 (1H, d, J = 8. 

4 Hz), 8.17 (1H, d, J = 8.4 Hz), 8.20 (1H, dd, J = 1.6, 8.4 Hz), 8.42 (l 
H, d, J = 1.6 Hz), 8.61 (1H, s), 8.95 (1H, d, J = 1.6 Hz). 

ro 2 1 31 
W&W 7 4 - d 

5 - » p p- 3 - + ~y * u>- 2 -4 )V- 1 - b 12 ±2k= 1 H-b'7'/n r 3 . 
4-cl £DJl> 

1 7 1 ] 



§BtM7 3-dlc.J; *)nhKtz5-?uu-3-1-y ?vy-2-4 )V- 1 H- 
tf^V'n [3, 4-c] tfU W 3 2 OmgCON, N-*^f K3 
m 1 fem^i&Xfcmikl- h'^A55mg £2JDx.T, IWJST 1 5 #HliK# L£ 
o mM.X*mt h V 3 3 5mg£}JDx.T, M"? 1 l$ltl»#Lfco 7K*iPx.T 

I3 3 5mg £$Sfe^B» t LT#£ 0 

iH-NMR (400 MHz, DMS0-D6) $ 7.24-7.41 (15H, m), 7.48 (1H, s), 7.51-7.59 
(2H, m), 7.92 (1H, d, J = 7.2 Hz), 7.96 (1H, d, J = 8.8 Hz), 7.99 (1H, 

d, J = 8.8 Hz), 8.15 (1H, d, J = 7.2 Hz), 8.46 (1H, s), 8.57 (1H, s). 
f0 2 1 41 

$kJMm 7 5 - d 

3-t7^VV-2-^;V-lH-b°77n r.S. 4-rl ^1^-5-^)1/ 



Tr 




.ffifE#2 003-3051300 



#M 2 0 0 3-0 0 0 1 5 3 ^ ^- V : 165/ 



Wfcl 7 2] 




»3&^7 1 KJ: •9#«btL7t5-7;V*n-4- (t7^W-2-*/P^) 
% 9 m g Uftfc, 

iH-NMR (400 MHz, CD3OD) * 7.51-7.58 (2H, m), 7.90-7.93 (1H, m), 8.02 (1 
H, d, J = 8.8 Hz), 8.04-8.07 (1H, m), 8.15 (1H, dd, J = 1.6, 8.4 Hz), 8. 
51 (1H, s), 8.79 (1H, d, J = 1.6 Hz), 9.12 (1H, d, J = 1.6 Hz). 
\Q 2 1 5J 

mmm 7 6 - f 

(2 zl» j.>-3 -4 )V) +y*U>- 2 -4 fr* * S—Ji> 

lit 1 7 3 ] 




SSf#H^CT> 1. 5 7M n-yfJV'Jf)A^tyM3. 2m lO 
yxf;i/x-f ^7m 1 MWLK- 7 8tt3-7n^-2-^nnf t7x> 1 
. 0 0 g<^i?xf ;i/x^f ;V8m 1 H»"C 1 l$m»#Ljfco fl^t? 

2—^-7 hT;V7*li K0. 8 7g^Di, £ffl£^#MaL&ri f & 3R#HJft#Lfc 

fy}* ; sVZlY)l<'t)7&?WYr t 77<i- (Sixf : n-^^r^>=l : 2 
0-1 : 5) Titbit U IRSBfl^l. 1 8gtjlfft»WiU#ft, 



ffiiE#2 003-3051300 



2 003-000153 



^-v: 166/ 



iH-NMR (400 MHz, CDCI3) d 6.19 (1H, d, J = 3.6 Hz), 6.95 (1H, d, J = 6. 
0 Hz), 7.05 (1H, dd, J = 0.4, 6.0 Hz), 7.43-7.50 (3H, m), 7.78-7.85 (3H, 

m), 7.91 (1H, d, J = 0.4 Hz). 

f0 2 1 61 
7 7 - f 

Mfcl7 4] 



(2-^nnf^7x>-3--f;v) t7^w-2-'f;v^^/-JH. 1 
8 g<Df;vi> 12ml &SfcfcMST?@tefb— BMfc^varv l . 12 gfcira*., 

1 : 5 0) ^fl!»#«iu ana-fk^o. 6 1 g^itilfclT^o 

iH-NMR (400 MHz, CDCI3) d 7.18 (1H, d, J = 6.0 Hz), 7.20 (1H, d, J = 6. 
0 Hz), 7.55 (1H, ddd, J = 1.6, 7.2, 8.0 Hz), 7.61 (1H, ddd, J = 1.6, 7.2 
, 8.0 Hz), 7.88-7.95 (3H, m), 7.96 (1H, dd, J = 1.6, 8.0 Hz), 8.28 (1H, 
d, J = 0.8 Hz). 
TO 2 1 71 

mmm 7 s-f 

3--?-7*^>-2-^;i/-i H-^-j^y T2. 3-cl £z_^nik 




CI 



ffilE# 2003-3051300 




: 167/ 



(2-^nnft7xV-3-'f;l') i~y ? UZs- 2 ->f )V * 9 J > 0 . 61g 
(7)J^9 y-)U6m imm-MUX-K Vypy— immo. 12ml *lMk-, 20 

= 1 : 3 0-1 I 5) »«L, *|Sft<frife3 2mgtife»ft»fcUft 

iH-NMR (400 MHz, DMSO-De) £.7.37 (1H, d, J = 5.6 Hz), 7.51 (1H, td, J = 
1.6, 8.0 Hz), 7.55 (1H, td, J = 1.6, 8.0 Hz), 7.57 (1H, d, J = 5.6 Hz), 
7.92 (1H, dd, J - 1.6, 8.0 Hz), 7.98-8.09 (3H, m), 8.42 (1H, s). 
TO 2 1 81 

m^mi 9- g 

lit I 7 6] 

f xx F 

7jc?^T> l-^n^-2, 4-^7Wa^>-b*7 2 5. 3 5 gOllfl0 0 
ml»:> N-7D^^y^5 K2 5. 7 g fciniU Rja*C3 0#IHk ^ 
ffi"C2 HWia^LTto 7fc^> KiSM^zlc^inx.. y^;v^--r;V3 0 0ml 

ffitt^ 3 4. 6gi *frfeflM#» t LX'&tZo 



BS1E# 2003-3051300 



fRp2 003-000153 ^ ^-V ; 168/ 

iH-NMR ( 400 MHz, CDC 13 ) $ 6.99 ( 1H, t, J = 8.4 Hz ), 7.77 ( 1H, t 
, J = 6.8 Hz ) 
[ 0 2 1 9 ] 

s-'/n^e- 2 . 4 -y'7;vtn-^>X7;W K 
Hfcl7 7] 




o 



, 4-v r 7;V^-n^>4f>3 4. 0 gO^xf jvx-t;V2 5 0ml ill:, 1 
. 58M n-WJf^A©n-^t^l8 3m 1 £iJD;i> R?a?3 0 
#IWifc#Lfco £Ol*C % N, N-y^W^Ar^ K 1 2ml iiTLfct 
. raffl"C3 0^W«#bfeo 7fcI£M2 0m L 7K3 0 0m 1 ^JH^iJD 

7 4- (n-Mt>:»ixf;i/=4 9 : .1 ) U tHBlb-^2 1 

iH-NMR ( 400 MHz, CDC 13 ) a 7.03 ( 1H, dd, J = 8.0, 9.6 Hz ), 8.11 ( 
1H t, J = 7.2 Hz ), 10.24 ( 1H, s ) 
[ 0 2 2 0 1 

m&m 8 1 - g 

[ftl7 8] 




»jfi0II8 0- gTl#^tt7^5-rn^e-2, 4 - ^7^n-^yX7)l/f t K 

tBSE#2 003-3051300 



#12 003-000153 ^ 

# • 

2 1. 4 g<75N-^^^-2-H°ni; K> 1 2 0m 1 »ifctf . v7>fti 1 0. 

^nttmm*^* vm^Lfz 0 ^mm** (3®) , i^n^7XT*jis«^ 
) -emmo-ML. m%Mt&b9. 87 g ^ «aMys*tLT»^o 

iH-NMR ( 400 MHz, CDC 13 ) 8 7.14 ( 1H, dd, J - 8.4, 9.6 Hz ), 8.25 ( 
1H t, J = 7.2 Hz ), 10.27 ( 1H, s ) 
[ 0 2 2 11 
mm 8 2 - g 

G-yfrO-u- i H->f>y7^-5-»^ h !lik 

Mfcl7 9] 




WkWS 1 - g-C#^a^2, 4 -y"7;Vtn-5 ^ ;i/-^yy*- > i; 

;V 2 . 50g^f'Jy^l5ml icflUR U t K5 v ^— 4. Oml *UU 
ilSt2HHiPt/co evi;>^T»:Sm it«xf;v2 0 0 
mlUi^f >5tKn75>40mli:i«fU ll^» tK> IMfP^mTjc 

feo ^raS«r. y'J*Wy K (4cm|X3 cm) 
Ttc@* LTaHE-fb-frW 1 . 6 3g^ lljljfcfefejl £ LT#£ 0 
iH-NMR ( 400 MHz, DMS0-D 6 ) S 7. 66 ( 1H, d, J = 10. 0 Hz ), 8.28 ( 1H, 

s ), 8.51 ( 1H, d, J = 6.0 Hz ), 13.68 ( 1H, s ) 

TO 2 2 21 

mm.m 8 3 - g 

3 -yu^e- 6— yju*u- i -MJ¥-;v-i H-^>y7--;i/-5-^^ 



i±iSE# 2003-3051300 



#12 003-000153 



<*-v : 170/ 



mi s o] 




^JWf-f'J;H. 2 5gON, N-^f;^M7U'l 2mltIC, N 

120ml kmx., *mnm&mi- v u v&jmwL. * (20) „ i&fn 

, #£>*l££|^£N, N-y^f;^WT^ Kl 5ml KmML?z 0 7^TK 
, h V f-JV? n 1; K 2 . 16g, 6 0 %7X^<b^ hV)A3 10mg fcJE-Sfc&Dx. 

W12 omit*u;o m®mz, tk (20) „ i&»*iMc-c«^»-L 

^ itTjc^-r^v^A-e^tfco yiJ*^A7 K (4 cm|X 

3 cm) KMLfz^ »«E«r«BET»c«*LT»fe*L^3H*l*S:, ^xf;u- 
y tr^i-^/uj: im^HU IRfMt^ 1 . 5 5 g *«a*fe»fifc L 

iH-NMR ( 400 MHz, DMS0-D 6 ) a 6. 17 ( 1H, d, J = 10. 8 Hz ) , 7. 13 - 7. 2 
2 ( 6H, m ), 7.32 - 7.42 ( 9H, m ), 8.44 ( 1H, d, J = 6.4 Hz ) 
TO 2 2 31 

mmm 8 4 - h 

2 . 4 — 'V7)Vjru- 3 - h ]} 2k 

Mtl 8 1] 



Kn77>10 0mlitCl. 6M n-rf^^f -)AOn-AH>M 
6 6ml SrflDiU 0^WlK^L/io ~ 7 8°CK<$*P?£, 2, 




ffiSE# 2003-3051300 



#H 2 003-000153 



"<-s>: 171/ 



;}-n^yy^ Mj;n 3. 9 gOr- f7t:Kn77>l 5m lit^iTl^o 
RifiT?l 0«*Kia^t7t^ N, N-yVf^;WA7 5 K8. 6ml ^iTL 
, 5frmmtLtz 0 BU&XL£. s %mgL2 0ml *Jn*.;fc&> 7k 2 O Om 

i £2jnx.> ^^^--r^-miatttBLfco ^Jf£> o. 2m^mm. ma 

. mtRit&bS. 6 1 g*m?fcfettll*:L-C#fc, 

iH-NMR ( 400 MHz, DMS0-D 6 ) * 7.53 ( 1H, t, J = 8.8 Hz ), 8.33( 1H, d 
dd, J = 6.0, 7.2, 8.8 Hz ), 10.17 ( 1H, s ) * 
TO 2 2 41 

m&m 8 5 - h . 

[flSl 8 2] 



SUiOTS 4-hT-#^>tL7t2, 4-^7;i/^-n-3-^;v5;i/— ^W-H; 
;V8. 55g5:fh7tKn77V40ml £ J: ? 7 - ;l" 4 0 m 1 K$gfl¥L 
, v Tjcf P% 5 . 1ml £tJnx.£i&T? 3 B WiJt. 5 0 *C"C 3 Bf RU 70 

jK-C3l^ra#Lfeo RJfcifcK&TRl 5 0ml fcillx., ftH^^3 OOmlfei 
b5t Kn79> 1 0 Om 1 £#nx.. *£4&£»*Lfco ^T^^> 7K, IS 

1:9-114) T*»5MftU *lB'f&64&5 0 9mg^ lU!!fcfe»fi LT# 

: n-^^-9->= 1:4-1:0) T?fflK*lMftU E&SBft-fr&i. 8 0 g 

!H-NMR ( 400 MHz, DMS0-D 6 ) S 7.58 ( 1H, d, J « 8.8 Hz ), 7.70 ( 1H, 
dd, J = 6.0, 8.8 Hz ), 8.45 ( 1H, s ), 13.94 ( 1H, s ) 



H 




tBSE#2 003-3051300 



#I| 2003-000153 



^-v: 172/ 



TO 2 2 51 

MMm 8 6 - h 

[ftl 8 3] 



JB£0O8| 5-hT#?>tL/c4- , 7;v^n- l H-W >7V—fr- ^-iJ)V^=- 
h U ;H . 6 5 g lC7XI^m8 m K *8mK ftffi&l 6 m 1 &#Dx. 1 1 Ott 
4B#^ti#L/co 7jC7jcl 5 Om 1 fciDx., tfiJL^*^f >1*«L 

fco *?frT\ #£*i£#;l/tf?>m<7>N, N-yVf;wtA7^ K12ml-fh 

iMk, mux- a sfrmm'Ltio mmzffiB.TK^^ mmzmm^f-^i o 
om i KmffiL, m\&tm*mi- v y ^atk*^ tK> »BiAa*-c«^cft»L 

8 gZUsvk&ffi&tLTntZo 

iH-NMR ( 400 MHz, DMSO-Ds ) d 3.87 ( 3H, s ), 7.45 ( 1H, d, J = 8.8 Hz 
), 7.82 ( 1H, dd, J = 6.8, 8.8 Hz ), 8.36 ( 1H, s ), 13.70 ( 1H, s ) 
[Q 2 2 61 

mmms7-h 

Mbl8 4] 



#;M*>Sfc P t f;vx^f^2. 2g^)N, N-^f;l^t;U75 K2 0ml 
*i££, N-yn«tXi7v^^5 K2. 12 g&iDx.. rai&T? 1 B$W«#L;fco 




H 




tBiE#2 003-3051300 



1^2 



#If.2 003-000153 A : 173/ 



120ml fcflpx., ^mu^w^m-f- > -7 A 

iH-NMR ( 400 MHz, DMS0-D 6 ) $ 3.88 ( 3H, s ), 7.48 ( 1H, d, J = 8. 8 H 
z ), 7.85 ( 1H, dd, J = 6.4, 8.8 Hz ), 14.00 ( 1H, s ) 

TO 2 2 71 
S£»J8 8-h 

3 -fu^- 4 -7)V±u- l - b l H-^>r/-;P- 5 -ft;w-N> 

[ftl8 5] 




F O 

V*-;V- 5 ^f;i/x^r;v2 -. 9 9 g Of h 7 H Ku 7 9 > 3 0 
m 1 fcifci::, 6 0%&&foi-hVVA5 2 6 m g fciDx. 2 5«-M«^L/S^ h 
'JfJ^otJ K3. 2 1 g£2jP;l> 5#IS, se>tcMfi-C4 5$5*Wat# 

J^;H 0 0ml«Uo #8W«\ TjC (20) . IS»Att*t»«^*iiHx 

j^7A^nv^77^ - (gf=$tx?-;v: n-^^>-=l : 9) -e*f»^g| 
U #6*L/itti*t^<V^D^x-f^j: OWttfcU tW&ffc'frto 1 . 7 
3 g^fife#m H H H i: tT#/io 

iH-NMR ( 400 MHz, DMS0-D6 ) 5 3.83 ( 3H, s ), 6.30 ( 1H, d, J = 8.8 H 
z ), 7.12 - 7.20 ( 6H, m ), 7.30 - 7.40 ( 9H, m ), 7.55 ( 1H, dd, J = 6. 
8, 8.8 Hz ) 
I 0 2 2 81 
iSy£M8 9-i 

1 - ^0^-4 -7;i/^-P- 2 - ^ h^-S/^v-g^ 



ffiU# 2003-3051300 



#M 2003-000153 ^ : 174/ 




-5-7;i'tn7xy-;n o g£N, n-^Wmt^ K 
10 5ml |:»ffU *^Ti:ft»*'J 1 0. 9gt3-K^^V4. 9m 

*«E-nc§* U aUB^b^ 9 . 7 5 g £ LT#f; 0 

iH-NMR ( 400 MHz, CDCI3 ) S 3.88 ( 3H, s ), 6.59 ( 1H, td, J = 8.4, 2 
.8 Hz ), 6.65 ( 1H, dd, J = 10.4, 2.8 Hz ), 7.47 ( 1H, dd, J = 8.4, 6.0 
Hz ) 
f0 2 2 91 

m&m 9 0 - i 

Iftl8 7] 
Br 




6 F 

9- i "C# h fhtz 1 -7'n^-4-7;vtn-2-^ b ^v^>-tf> 
8. 4g*^nn^>2 0 0ml U S*#ffl^CT 0 tJ-eGMft?- * 

>2 1 m 1 ty^nn^Wf^x-f^S. 6m 1 =^jJ0x.T> ^zSTMB^fffl 

iH-NMR ( 400 MHz, CDCI3 ) $ 3.97 ( 3H, s ), 6.67 ( 1H, d, J = 12.0 Hz 
),8.05 ( 1H, d, J = 7.6 Hz ), 10.15 ( 1H, s.) 
[Q 2 3 01 



miE# 2003-3051300 



mm 2003-000153 



^-v: 175/ 



# 



mtm 9 1 - i 

tffcl 8 8] 



0- i -e#f)tL/v:5-rn^-2 -"7;V^n-4-^ F^^vXr 
K 5 . 3 3 g «r 1 2 — \£u V V> 7 3ml fc$g#U vT^t 

#0 2. 46 g£}JDx., 1 8 0r-e5B#K3 0 3*$L£ o 

v^;^jc~-r;v££nx., mmtt^u M*L/: 0 ^risse**, l&fnA3fcJc 



), 8.14 ( 1H, d, J = 7.2 Hz ), 10.17 ( 1H, s ) 
T 0 2 3 1 1 

9 2 - i 

6 - ^ h^y-!H-^> yy-n,- 5 - a 2kJi^ b !i 
Wtl 8 9] 



l - i T?#k*Lfc4 -7;v^-n- 5 2 h^ri^ov^ 
hU;V0. 9 8 3 gtew>15mli:iiU v>— tK»2 . 66 

m 1 ZMz-tZo 5 0°CT*2B#r B m^^7X%inx.> ^m^^2jgWmL7to # 

1 5 g Lxmzo 

iH-NMR ( 400 MHz, CD3OD ) d 3.99 ( 3H, s ), 7.10 ( 1H, s ), 8.06 ( 1H 






H 
N 



ffifEijf 2003-3051300 



mm 2003-000153 



^-v*: 176/ 



, s ), 8.15 ( 1H, s ) 

fO 2 3 21 
S&ffl 9 3 - i 



Mtl 9 0] 



$££019 2- it#f>^6-^ h^y - 1 H-^ 5 - *^f - b 

U;K). 9 15g(ON, N-y^f;v*;i/A7 5 K7. 5mlMi:> ^STt? 
N-yn^^y>^fU'Q. 9 8 6 g=^inx.> EiiBT? 1 B#F^ 3 Ofrffi&VfZo 

iH-NMR ( 400 MHz, CD 3 0D) 8 4.00 ( 3H, s ), 7.10 ( 1H, s ), 7.97 ( 1H, 
s ) 

fO 2 3 31 

UMffl 9 4 - i 

3-7'n^e- 6 h**s- 1 - h ]]_±Jk= 1 H->f y*r*/-ju- 5 -ft/i^— 
b 'J 2k 
Mb 1 9 1 ] 



m&W9 3- i T^hfltz 3-7'n*- 6 h^rv-lH-^>r/-^-5 
- # > >; ;n . 2 g ON, N-y^f;^^A T 5 K 5 0 m 1 zK 
^Ti:7Rtftt>V7Al 7 lmg^ b'j7i-W^>^niJKl. 6g£t)[] 




H 
N 




tBBE# 2003-3051300 



W 2 003-000153 



^-vl 177/ 



# 



fcJETKS* L> «|B^^ 2 . 4 1 g &£fe«r £ LT#/c 0 

1H-NMR ( 400 MHz, CDCI3 ) S 3.36 ( 3H, s ), 5.60 ( 1H, s ), 7.14 - 7. 
17 ( 5H, m ), 7.24 - 7.32 ( 10H, m ), 7.81 ( 1H, s ) 
IQ 2 3 41 

mitm 9 5- i 

[^19 2] 



9 - i X^hflfz 4 -7)VjrU- 2 h 

1 5 g£ K> 15 0ml K$M*U v7>fti9. 9 g 

^*Px.> 1 8 0°CT5B#P^^bfCo £CJ&$£ 1 4%T>^e-T7X^ 

5 0 0ml KfrgXtl, 4 5#fflSIS*FLfcSfe> ^xfjl/x-f;H 50ml^D 

*v^AT-f£$sL£ 0 i««ETMiL, *IBfl:^l 0. 1 

iH-NMR ( 400 MHz, CDCI3 ) d 3.93 ( 3H, s ), 6.67 - 6.74 ( 2H, m ), 7. 
54 ( 1H, dd, J = 6.0, 8.4 Hz ) 
[0 2 3 5] 

mm 9 6 - j 

[^19 3] 




F 




F 



o 



mSE#2 003-3051300 



#12 0 0 3-0 0 0 1 5 3 ^ ^- v : 178/ 



KO77V150ml»:2. 6 6M n-^'Jf f A<0n-^t>i 
i£4 0ml£3H];c> ffifllll 53«m> 9 5- j KZ^X^hti 

£4_ 7 ;v*n-2-^ h^v^V-H^H 4. 5 g©ff7tKn77> 
50ml«iTU:o TO"C2 SMB«#Lfcfc> N-**5 v> 1 

i.9 4 g^ipx.^o PW-C4 o^tl#m> ^fi«2 0ml &ira;U MUX 

7^ML ^xf^x-f^3HIi{iiLfco ^HUl^O. 2N» tK, Sfrfa 

. 4 g fc&JHM&JI t U#/;o 

1H-NMR ( 400 MHz, CDC1 3 ) * 4.22 ( 3H, s ), 6.99 ( 1H, t, J = 8.8 Hz 
), 7.78 ( 1H, dd, J = 5.6, 8.8 Hz ), 10.34 ( 1H, s ). 
ro 2 3 61 
m&M9 7- j 

Hfcl 9 4] 




*B&W9 2- 4-7;v*n-3-*;v3;v-2-p< b*~>"5 

hi;;V6.' 4gM, mmt&m 6 . 03gtfMSfcU#fco 
iH-NMR ( 400 MHz, DMS0-D 6 ) * 4.37 '( 3H, s ), 7.20 ( 1H, d, J = 8.8 H 
z ), 7.45 ( 1H, d, J = 8.8 Hz ), 8.57 ( 1H, s ), 13.61 ( 1H, bs ) 
fO 2 3 71 

mam 9 8 - j 



tfcfE# 2003-3051300 



#02 003-000153 




^-v I 179/ 



[ftl 9 5] 




iH-NMR ( 400 MHz, DMS0-D6 ) $ 4.15 ( 3H, s ), 7.42 ( 1H, d, J = 8.8 H 

z ), 7.59 ( 1H, d, J = 8.8 Hz ), 13.94 ( 1H, bs ) 

TO 2 3 81 
S&ffl 9 9 - j 

Ufci 9 6] ~ 



iH-NMR ( 400 MHz, CDC1 3 ) 8 4.29 ( 3H, s ), 6.11 ( 1H, d, J = 8.8 Hz 
), 7.00 ( 1H, d, J = 8.8 Hz ), 7.11 - 7.32 ( 15H, m ) 

TO 2 3 91 

nwm 1 0 0 - g 

fi-^v^p-s- r (k) - ?.- (a-7 H P 7x^ ) - ih 

- 4 v £Vr 5 - ft v 12 jk 




mBE# 2003-3051300 




: 180/ 



3 - gX^hfitz^ 3 y)V*u- l - b »; l H- 

5 - b V ;H . 3 5gON, N-'^fWAT^ K 

9ml», 3-7Wn-^fV>6 8 5mg, 2- (v-tert-^f 
^^^-^.^-^y) k*7x-;H 6 7mg. WW.'*? v^A(II) 6 3mg, f'Jx 
9 5ml £JH#:jJDx., 8 0 ICC 2 l$W«#Lfco «F«E«r«ETJC 

o. 5mi =irjnx.> ist4 mmmwLtz 0 &mm%, fmmkim^ y v *a 

TKvt^ lOOmK f^gfei^^/ 9 0 m K r b7li Fn77> 1 Ora 1 O^f 

>"j*W7A?n7h^77^ : b > = i : 19 — 1 : 

9 ) -C»»#«t U «IB<k^i» 6 4 5mg^ LlJ!!fc6l£f£ Lt#/: 0 

iH-NMR ( 400 MHz, CD 3 -0D ) $ 7.08 ( 1H, dt, J = 2.0, 8.4 Hz ), 7.44 ( 
1H, dt, J « 5.6, 7.6 Hz ), 7.48 ( 1H, d, J = 9.6 Hz ), 7.48 7.54 (2H, m 
), 7.56 ( 1H, d, J = 16.4 Hz ), 7.62 ( 1H, d, J = 16.4 Hz ), 8.71 ( 1H, 
d, J = 6. 0 Hz ) 
[0 2 4 0] 

mmm 1 o 1 - g 

6 --7;l/a-P-3 - r (E) -2- (3-7^P7x^) -bf~;H -1H 

-4 yyv*-)\s- z-U)i<#ym • 



ffiiE#2 003-3051300 




^-v: 181/ 



mmmi o o - gx~&btitz6 -7 3 - [ (E) -2- (3-7;v* 

n7l - j V) -e~;v] - lH-'fvr/HV-5-*^-> , ^5 4 4mg 
©Hi2ml t7X3ml<7)«m^ m 1 ZMz-, 110^12^ 

^TK^m^^^v^^^^^^o ^&«£t^*u mmt&mA 9 im 

1H-NMR ( 400 MHz, DMS0-D 6 ) 8 7.12 ( 1H, dt, J = 2.0, 8.4 Hz ), 7.41 ( 
1H, d, J = 11.2 Hz ), 7.42 ( 1H, dt, J = 5.6, 7.6 Hz ), 7.53 ( 1H, d, J 
= 16.8 Hz ), 7.57 ( 1H, d, J = 8.0 Hz ), 7.69 ( 1H, d, J = 10.8 Hz ), 7. 
76 ( 1H, d, J = 16.8 Hz ), 8.75 ( 1H, d, J =, 6.8 Hz ),, 13.02 ( 1H, br s 
), 13.50 ( 1H, s ). 
[0 2 4 1] 

nnm io2- g ~io7-g <d^^h±, j^r^^^-e^ 

nmmi o i-gt^U6-7;vtn-3- [ (e) -2- (3-7*** 

■7^-/1,) _e~;v] - 1 H-^f 5 - N, 
5SfOi^<7)757©lM^^W;VA75 mm, 2^»<7)l-t Kn4r 
tc7)i-i^;v-3- (3— 5 ;7'nt» ^ F • :ttm*£: 

(=wsc • hc i) znmJmx., m^-M^t^o cor)£«> lc- 

ms [S^S;o. l%hy7^n^t7^>^>'J^t:0. 1% 
hiJ-7^^nSM^7K^=2 0 : 8 0-8 0 : 2 0, 1 0#*M JftJU 



ffi«E# 2003-3051300 



#112 0 0 3-0 0 0 1 5 3 A ^— 5> 

; 3 0ml/^ *7A;Wakopak Combi ODS> 2 0mm$x 
5 0mm (Long) ] i 0 U ^Wt^%£#£o 

TO 2 4 21 

1 0 2 - g 

f (E) -2- (3-7^tn7x^) -tf-;H -1H 

frftl9 9] 




MS (ESI) Bi/z 340 MH+ 
TO 2 4 31 
^»Jl0 3-g 

r (E) -2- (3-7;Vin7x-jV) -tf~;H - 1 H 
-^>r/-;v-5-^;vr/i (7 7>-2-^f;v^fJV) — T ^ K 
[ft 2 0 0] 




MS (ESI) m/z 380 MH+ 
TO 2 4 41 

nnw 1 0 4 - g 

6-*7)V*U--i- f (E) -2- f3~7^tP7x^JI/) -fcf-JUl -1H 

ffifE#2 003-3051300 



mm 2003-000153 



^— v : 183/ 



[it 2 0 1] 




H 



MS (ESI) m/z 384 MH+ 
[0 2 4 5] 

%nm i o 5 - g 

6 - -7;v^-n- 3 - r (E) -2- (3-7^n7x-^) -1H . 

-4>W-)V-5-iJ)V^>m r (IS) 

[ft 2 0 2 ] 



MS (ESI) m/z 386 MH+ 
TO 2 4 6] 

m.mm i o 6 - g 

6--7;u^-n-3- r (E) -2- (3-7;^n7x^;V) -tf~;H -1H 
[4fc2 0 3] 





ffifE#2 0 0 3- 3051300 



!$m 2003-000153 



184/ 



MS (ESI) m/z 391 MH+ 
JO 2 471 
H«U 1 0 7 - g 

fi-7;va-a-3- r (E) -2- (3-y)V*V7x.-)V) -fcT~;H -1H 

->f yyv-fr- 5 -:»;t/#>B6 r (is) - l -*)wi*e>( jis-^m - 

Ht2 0 4] 



MS (ESI) m/z 763 2M+Na+ 
TO 2 4 81 
ft&til 1 0 8 - g 

6 -7;v^-p - 3 - f (E) -2- (3-7;vtn7x^;v) -e~;H -l- 
b ]l±Jk=z l H-^f>r/-;v-5-^^^i 
Mfc2 0 5] 



ftft-T* mMMl 0 l -g-e#?>^6-7;v^n-3- [(E) -2- (3 
-7HD7x-;l/) -tf~;v] -lH-^>r/-^-5-*^f>i3 5 0 
mg^N, N-y^f;l/*;VAT5 K6ml»:, 6 0 %^miti- h V * A 1 
0 3mg£flnx.. 3 0^W^L^ b V V-fr? u V K 3 9 0 m g SrJOx.> TO 



H 





ffi|iE# 2003-3051300 



Sfcm 2003-000153 



i-V : 185/ 



• 



7f^77^f- >;vjc>=i : 9) u mtfk&m3 

iH-NMR ( .400 MHz, DMS0-D 6 ) $ 5.95 ( 1H, d, J = 12.4 Hz ), 7.05 7.40 
( 18H, m ), 7.50 ( 1H, d, J = 7.6 Hz ), 7.66 ( 1H, d, J = 10.4 Hz ), 7.6 
8 ( 1H, d, J = 16.4 Hz. ), 8.72 ( 1H, d, J = 7.2 Hz ), 13.16 ( 1H, br s ) 

ro 2 4 91 
WL&M 1 0 9 - g 

ifi -V^rj-P- 3 - f (E) -2- (3-7;i/tP7x^;V) -g~;H -1 
- > iJ^-JV- 1 H-4 )V\ ftJW?$>y?lg tert-yf 

[ft 2 0 6 ] 



m&Mi o 8- g^nhtifz6-y)v^ru-3- [ (E) -2- O-y^* 
D7x^;i/) - - i - h i H--f 5 -jfr/ntfi'HI 

3 6 9mg(Ob;Vi^6m 1SII^ h 'J 5 V 6 9 m g > 2 ^ 

-2-7 ,> n/NV-;vo. 15mK y7x-;vM7yK18 7mgS-Jl^ 8 
0t-e7. 5B#TO#L7to RlS^^m^^;H 0ml fcimAfc^ 

fc§*U Jfi&J&fcjfcS' 1 ; 7>^;V77^A^n-7 f7*77>f - (n— ^^v: h 

;v^^=i : i) -efflfi^MiU ^Ifift^i 02mg^ e-fe^M^fcb 

iH-NMR ( 400 MHz, DMS0-D 6 ) 8 1.44 ( 9H, s ), 5.99 ( 1H, d, J = 11.6 
Hz ), 7.11 ( 1H, dt, J = 2.0, 8.0 Hz ), 7.16 - 7.45 ( 17H, m ), 7.50 ( 1 




miE# 2003-3051300 



<$m 2003-000153 



^-v: 186/ 



H, d, J = 7.6 Hz ), 7.56 ( 1H, d, J = 16.8 Hz ), 7.63 ( 1H, d, J = 10.4 
Hz ), 8.21 ( 1H, d, J = 7.6 Hz ), 8.86 ( 1H, s ) 
f 0 2 5 0 1 

mmm 1 1 o - g 

fi--7;i/^P-3- r (E) - 2- (3-7iVtn7xz;V) -kf~;H - 1 H 
-4 yyy-JV- 5 -4 )\sT$ V 
Wfc2 0 7] 



mmmi o \6-7>v*u-3- [ (e) -2- (3-7^* 

n7x-;v) -if— ;w] - 1 - h v^;v- l H— >f 5 — >f/u| ^ 

y *Hfc t e r t -^^7^9 6mg095%b'J 7^tnS|lra 

is****, tari:i«fii2 o^ram^L^o ^fttef^jfcfl^aw-M;** 

h;v^>=i : l) -CfitS^i U «|B-fb#W2 8mgt UJBfcfe^MS 

iH-NMR ( 400 MHz, DMS0-D6 )<? 4.92 ( 2H, s ), 7.07 ( 1H, dt, J = 2.0, 
8.0 Hz ), 7.22 ( 1H, d, J = 11.2 Hz ), 7.28 ( 1H, d, J = 16.8 Hz ), 7.3 
8 ( 1H, d, J = 8.8 Hz ), 7.37 ( 1H, dt, J = 6.0, 8.0 Hz ), 7.45 ( 1H, d, 
J = 7.6 Hz ), 7.49 ( 1H, d, J = 16.8 Hz ), 7.51 ( 1H, d, J = 10.4 Hz ), 
12.86 ( 1H, s ) 
[0 2 5 1] 

HJfeflJl 1 O-g-C^t.^6 -7)\s*X2-3- [ (E) -2- (3-7)V*U 



H 




tbiE#2 003-3051300 



#|f 2003-000153 ^ k : 187/ 



7x-Jk) -tf-;v] - 1 H-^f > PV—fr- 5 -W^T N, N->^ 

W;VA75 Kfc?&#U SsWfcflffc#&bfco ^-ttW^^Pftt^, 1. 
2 iiwl^r * l ^ f ;i/*;v A 7 ^ KM, 1. 6Sioi-n 
KD^y^yX h • — 7fcfn#<7> i Mv^ /I/ A T 5 K$£i0U 1 . 

6mA<0 1 -.x^;u- 3 - (3-^f-;V7^;^nt>) j&^stfiM ^ K • 31 

(=WSC • HC 1) £M#dJD;i> Mi&T3 B®mWL?z 0 Z<DRl&flL*y 
LC-MS mmmmiO. l % h V 7^tnftttt7-t h 'J : 0 

. i%h i ; , 7;v^ni^m^7X^=2 o : 8 o~8 o : 2 o. iow^;v 

. ; 3 0 m 1 /5ih *7A;Wako Wakopak Combi OD 
S> 20mm$x50mm (Long) ] JCJ: 0»»^«U ^*feWb^£# 

TO 2 5 21 



H^feM 1 1 1 - g 

'>»DW/»Jl/r/8 <6-7;y^-P-3- r (E) - 2- (3--7JV^- 
P7xz^) -tf~;l/] - lH-^>r/-;V-5-^f;Vl — T ^ K 
[11:2 0 8] 




MS (ESI) m/z 340 MH+ 
[Q 2 5 31 



Ifeffitil 1 1 2 - g 

(2S) -5-**V-\£uW>-2-ljfrti>m \6-7A'*U-3 - [ 
(E) -2- (3-7;VtP7x-;M zJ^EJkJ - l H->f 5 - 



ffiiE#2 003-3051300 



# Jg 2003-000153 



: 188/ 



[4fc2 0 9] 




H 
N 



MS (ESI) m/z 383 MH+ 
TO 2 5 41 

mmm 113-g 

m- U-7;v*tj-3- r (f.^ -2- (3--7;v^-n-7^ ^;v) zJg^ikJ 
Hfc2 1 0] 



[ft2 11] 




H 



MS (ESI) m/z 396 MH+ 
[0 2 5 51 

mmm ii4-g 




MS (ESI) m/z 366 MH+ 



tBliE# 2003-3051300 



0 0 3-0 0 0 1 5 3 ^ ¥ ' 189/ 

JO 2 5 61 

mnm in-g 

fi--7fr*P-3- r (V.) - 9.- (Z-7)V*U7^-)V) -e^l -1H 

- /£ > y v- ;v- s - ft jkj j>M OJi 

[<fc2 1 2] 




»100-g"e#f>W;6-7;vtn-3- [ (E) -2 - (3-7;v* 
n7l -;l,) -tf~;v] - lH->f % /r/-^-5-*^h 1 JA'8 9mgO 
^mo. 4ml hTKO. 4ml OjRSffifc^ a£3S$£l. 2m 1 *flnx.. 1 1 OX 
t?5 OjfflJWtfc, JMMk tK^Px, l»xf*2 0ml tfh5tFD7 

T;V^^-/N°-y K (2. 5 cmgX2 cm) (:ILf:f> iI*U±Ti:§*t> 
HIMb^ 7 6 m g *#atfe#&i! k Ltffeo 

1H-NMR ( 400 MHz, DMS0-D 6 ) 8 7. 12 ( 1H, dt, J = 2.0, 8.4 Hz ), 7.39 ( 
1H, d, J = 10.8 Hz ), 7.41 ( 1H, dt, J = 6.0, 8.4 Hz ), 7.53 ( 1H, d, J 
= 16.8 Hz ), 7.56 ( 1H, d, J = 8.0 Hz ), 7.61 ( 1H, s ), 7.66 ( 1H, d, J 

= 10.8 Hz ), 7.70 ( 1H, d, J = 16.8 Hz ), 7.74 ( 1H, s ), 8.50 ( 1H, d, 

J =, 6.8 Hz ), 13.40 ( 1H, s) 

[0 2 5 7] 

1 1 6 - k 



ffiSE#2 003-3051300 



#M2 003-000153 A ■ 190/ 




y2 0 0mlW:0lCtl. 5 7M n-W 1 ^ vA<7)^t«6 6 

4 -^/Hfrn^O-tfV 2 0 . OgOf h7tKn77>100mliI^i 
TU IWC3 OfrmmftLtz^ ^nnb'J^W7V32. 9ml^T 

81 U «ia<l:^2 0. 3 gfcfcfeilMfctoi: UT#7c 0 - 

1H-NMR (400 MHz, CDC1 3 ) 8 0.47 (9H, s), 6.99 (1H, dt, J = 9.6, 8.8 Hz 
), 7.27 (1H, ddd, J = 2.0, 4.0, 8.8 Hz). 

[0 2 5 8] 
m&M 1 1 7 - k 

Ht2 14] 
OHC^ ^.Br 




TMS 

F 



mmwmnr, N, N-'7>f77"n^7r/6. •34mlOfb7liKn7 
7>100mlWOtfl. 5 7M n-W;f>A^tV»»2 
6. 4ml^Unx.> n»t?l 0^W«»b3feo -7 SV^mm, (6-7*nt 
-2,3-Wtn7x^) 0. 0 gOfb7tKn77 

7^ K2. 9 2ml &i«TU MLfcS"Clfc* CWU 3R#IBJi*#Lfco 7X> 
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mM2 003-000153 




: 191/ 



( n -^-9- y) U SSBft^* 9 . 7 0 g t Lt#/: 



1H-NMR (400 MHz, CDC1 3 ) 8 0.50 (9H, s), 7.77 (1H, dd, J = 4.8, 2. 
), 10.27 (1H, s). 



18. OgON, N-^W^TU*2 0. 0ml^iU r *2mlW 

fc&**ETS*U WSBft^fcl 0.2 6 g£«L 

1H-NMR (400 MHz, CDCI3) * 7.58 (1H, ddd, J = 9.2, 6.8, 2.4 Hz), 7.76 

(1H, ddd, J = 4.8, 2.4, 2.0 Hz), 10.27 (1H, s). 
[0 2 6 0] 

'MUM* 1'19-k 

[ft 2 1 6] 



-2-lfni; p>4 0. Oml»:iSt->7>fti(I) 4. 26g£inx. 



[0 2 5 9] 

1 1 8 - k 

Mb 2 1 5] 




F 
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*W7A^vF^77^- (SHif^: n-^MT/=l : 2 0) -ett 
U UHB^fk^ft 2 . 6 4 g ^riEfe^^^ t LT&fco 

lH-NMR (400 MHz, CDC1 3 ) $ 7.72 (1H, ddd, J = 9.2, 6.8, 2.0 Hz), 7.98 
(1H, dt, J = 5.6, 2.0 Hz), 10.32 (1H, s). 

[0 2 6 1] 
fi&til 1 2 0 - k 

Ht2 1 7] 




3 4 _^-7;v^n-5-^;V5;v H;/l/2. 6 0 g J: «K 9 

2 _ i o^-e, 'tMmfr&flr 2 . 4 6 g &#afrfe*&5ii& t t-c#^ 0 

lH-NMR (400 MHz, DMS0-D 6 ) 7.68 (1H, dd, J = 11.2. 0.8 Hz), 8.27 (1H 

, d, J = 0.8 Hz), 8.37 (1H, d, J = 3.2 Hz). 

[0 2 6 2] 
9k&M 1 2 1 - k 

ME 2 1 8] 




Br. 

7-7;vtn-iH-^f 5 ;V2 . 40gi^ 

« 9 3 - i WEflUMfr 2 . 9 1 g *£*6*Ml t 

lH-NMR (400 MHz, DMS0-D 6 ) 5 7.84 (1H, dd, J = 10.8, 0.8 Hz), 8.13 (1H 
, d, J = 0.8 Hz). 



ffifiE#2 0 0 3-3051300 
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^-v: 193/ 



[0 2 6 3] 

m&M 122-k 

.^i-m-7-7;i/in-i-M)^-iH-r^7-;v-5-^M^ 

Mb 2 1 9] 
f Tr 



3-70^-7-7^^0- 1 H — fyr/-^-5-*^#-h'J^2. 9 1 
giD, 9 4 - i O^t?, W&tt&m 2 . 0 8 g fe&6tihM£ ttf 

1H-NMR (400 MHz, CDCI3) d 7.01 (1H, dd, J = 10.8, 0.8 Hz), 7.09-7.32 
(15H, in), 7.82 (1H, d, J = 0.8 Hz). 
[0 2 6 4] 

rn.rn.rn 1 2 3 - k 

7-7^n- ±>kzz 3 1 H->f 5 -:ft;wi?~ 

Mb 2 2 0 ] 



ttfi^T, 3-7n^-7-7;Vtn-i-h 1 H—T ; /^/- 

;v- 5 h v ;v 3 . 3 2 g & b ;vx > 1 0 0 m 1 tc^^-fr, f^^f 

* (f'J7i-^tX7^) (0) 3 9 8 m g & X Xf\£—fr h 'J 7 

?-;i^>2. 5 0ml SriDx.^ 1 0 0TJ-C9 5*Hi^l^o liSi^L?t 

7 7 4 --CfSfi-T * i £ frc i o T«SB<b^ 2 . 5 9 g * Ste^H £ L T#fc e 
iH-NMR (400 MHz, CDCI3) <5 5.55 (1H, dd, J = 0.8, 11.2 Hz), 6.00 (1H, 




Br 



F 



Tr 
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#^0 0 3-0 0 0 1 5 3 ^ ^-v: 194/ 

dd, J = 0.8, 18.0 Hz), 6.86-6.97 (2H, m), 7.10-7:30 (15H, m), 8.07 (1H, 
d, J = 1.2 Hz). 
[0 2 6 5] 
Mt&W 1 2 4 - k 

Ht2 2 1] 




S^#H^T. 7 -yfr*u- 3 -vf =-)V- lH-'f 

-5-5F 7 ;V^->i;;V2. 5 9 g £7«r b U ^ 5 0 m lfc&JSS*, b V 
Wr/10ml,fti^^A (II) 271mg, 2- (V-ter't- 
yf^x7^) lf7x^;H 5 OmgfeitFS-yn^ev^^? 2 6^ 1 

, ^i;^r;v*9A^avh^9y^--cffl^^-^^^^^fS / f^^2. 0 

iH-NMR (400 MHz, DMS0-D 6 ) 5 7.09 (6H, d, J = 6.4 Hz), 7.27-7.33 (9H, 
m), 7.40 (1H, dd, J = 4.8, 8.0 Hz), 7.52 (1H, d, J = 16.8 Hz), 7.56 (1H, 

dd, J = 1.2, 13.2 Hz), 7.62 (1H, d, J = 16.8 Hz), 8.17 (1H, m), 8.48 (1 
H, dd, J = 1.6, 4.8 Hz), 8.84 (1H, d, J = 1.2 Hz), 8.87 (1H, d, J = 1.6 
Hz). 

[0 2 6 6] 
M WJ 1 2 5 - k 

7 _ 7 ^p_a- f (El (tfi?v?v -3->f^ -tf~;H -1-b 



fflliE# 2003-3051300 
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I 195/ 




[it 2 2 2] 



F 



Tr 



HOOC 




N 



7 -"7;v^-n- 3 



[ (e) -2- (try^>-3-^f^) -i-> 



ij^-ih — f >rv*-;v-5-*;v^-> , ;^3. 6 o g &.x*y-;i/5 o 

Om 1 ^v#j!^^^ jfcBMK* "J^Al 54 gfciJHx. 8 0 TJ-C— Bfe3t# bfco 

5 8 g&*KM6Hfc U#fc, 
1H-NMR (400 MHz, DMS0-D 6 ) <* 7.11 (6H, d, J = 7.2 Hz), 7.26-7.35 (9H, m) 

, 7.40 (1H, d, J - 16.8 Hz), 7.42 (1H, dd, J = 1.2, 12.4 Hz), 7.63 (1H, 

m), 7.85 (1H, d, J = 16. 8 -Hz), 8.47 (1H, m), 8.59 (1H, d, J = 5.2 Hz), 8 
.68 (1H, d, J = 1.2 Hz), 9.00 (1H, bs). 
[0 2 6 7] 
$mW 1 2 6 - k 

i h — ^ >yv-^- 5 — % )v^>wt 

[it 2 2 3] 



7 _ 7;v ^n_3_ [ ( E ) _ 2 - (^°V^>-3--f;v) -if-*] -l-> 



HOOC 
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, ; f ;v _ ! H _,f > 5 - * 1 . 0 0 g&. ^MM3 4-bfc 

o 

lH-NMR (400 MHz, DMS0-D 6 ) d 7.56 (1H, m), 7.60 (1H, d, J = 16.8 Hz), 7. 
67 (1H, d, J = 12.4 Hz), 7.91 (1H, d, J = 16.4 Hz), 8.39 (1H, m), 8.55 ( 
1H, d, J - 4.8 Hz), 8.66 (1H, s), 8.99 (1H, s). 

[0 2 6 8] 
WM 1 2 7 - k 

?-7^n-a- r (v.) - 9- (\*vvy-?.-J)V) -1H- 
Ut2 2 4] 




7 - y) u*u-3- [ (E) -2- (try r/-3-^v) -tf~;v] -ih 

--f >/>/-;v-5-*^r/t3 7 6mg£N, N-v^f^^^7 5 Fl 
^y^/h'J7V-;V .-7jcfO%2 4 4mgfeiO ? 7;V7'J ;k7 * > 1 4 7^ 

i£Dn;U i?a-eio«#u 0 o°cic<t*pu i-^;v-3- (3' - 

v ^ ^ 7 7°u tf;v) * ;i^*SM 5 K • ®m& 5 0 9 m g JtDVz., m.U^ 

lH-NMR (400 MHz, DMS0-D 6 ) 8 4.53 (2H, d, J = 6.0 Hz), 6.32 (1H, d, J = 
2.8 Hz), 6.41 (1H, dd, J = 2.0, 3.2 Hz), 7.43 (1H, dd, J = 4.8, 7.2 Hz), 
7.58 (1H, d, J = 16.8 Hz), 7.59 (1H, s), 7.71 (1H, d, J = 12.0), 7.72 ( 
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^-v : 197/ 



1H, d, J = 16.8 Hz), 8.18 (1H, d, J = 8.0 Hz), 8.49 (1H, d, J = 4.8 Hz), 
8.56 (1H, s), 8.88 (1H, d, J = 2.4 Hz), 9.07 (1H, bs). 
[0 2 6 9] 

1 2 8 - k 

7 --7j^u-^- r (k) -2- (gij^>- 3->f fr) -g~>H -1H- 
^^>/~jV-*-*>i^>j% [ Q ^ -l-KKnWf»-2-^f 

Mb 2 2 5] 



*»«12 6-k"e#ft7-7^n-3 r [ (E) -2- 0>y * 3 -4 
;V ) _e - l H->f yyV-fr- 5--*^#>IR2 0 Omg i:> L-^V 

y 9 4 . 5 ***w 1 2 7 - k KHtv»n«iK:«aL^ mmc&m 10 2 

1H-NMR (400 MHz, DMS0-D 6 ) 8 0.94 (6H, t, J = 6.4 Hz), 1.96 (1H, m), 3.5 
6 (2H, t, J = 5.6 Hz), 4.10 (1H, t, J = 4.8 Hz), 4.63 (1H, m), 7.43 (1H, 

dd, J = 4.8, 7.2 Hz), 7.51-7.68 (2H, m), 7.74 (1H, d, J = 16.8 Hz), 8.0 
5 (1H, m), 8.16 (1H, m), 8.46 (1H, s), 8.48 (1H, s), 8.86 (1H, s). 
MS (ESI) m/z 369 MH+ 

[0 2 7 0] 

$mw 129-k 

7 _ 7jVtP _^- r (EZ^ -2- (b:°i )^>-3-^v) -1H 
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[ft 2 2 6] 




Xttffll 2 6-k«7-7;V*n-3- [ (E> -2- (tryy>-3->f 
-1H — f>r/-^-5-*^>*2 0 0mgfc, (2 S) 
_2_7^;-/nii^>7^ K -JfiSfcfil 0 6mg*rSUfc«l 2 7 - k 

n*tc«au w»ft«ri 3 2m g H / z=3 / 

(E) 1H-NMR (400 MHz, DMS0-D 6 ) 8 1.38 (3H, d, J = 7.2 Hz), 4.46 (1 
H, m), 7.44 (1H, dd, J =4.8, 8.0 Hz), 7.58 (1H, d, J = 16.8 Hz), 7.70 ( 
1H, d, J = 12.4 Hz), 7.74 (1H, d, J = 16.4 Hz), 8.18 (1H, d r J = 7.6 Hz) 
, 8.48 (1H, dd, J = 1.6, 4.4 Hz), 8.51 (1H, s), 8.87 (1H, s). 

(Z) #*, iH-NMR (400 MHz, DMS0-D 6 ) $1.30 (3H, d, J = 7.2 Hz), 4.26 (1 
H, m), 6.84 (1H, m), 7.06 (1H, d, J = 12.8 Hz), 7.32 (1H, dd, J = 5.2, 8 
.0 Hz), 7.92 (1H, d, J = 8.4 Hz) , 8.06 (1H, s),' 8.08 (1H, s), 8.34 (1H, 

dd, J = 1.9, 5.1 Hz), 8.77 (1H, s). 
MS (ESI)m/z 354 MH+ 

[0.271] 

%mn 1 3 o - k 

^Ji o2-g<o^:$i:t, nnwi 2 6-k-enbtitz7 -y 

3 _ [ (E) _ 2 - -4*) -tT~;V] -iH-r/^/^- 

5-*;wf>t^iTr^^^ mmmi 3 i-k~i 3 2-ko^t# 

[0 2 7 2] 

mmm 1 3 1 - k 
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^-v*: 199/ 



Hk2 2 7] 




MS (ESI)m/z 403 MH+ 
[0 2 7 3] 
Hife^J 1 3 2 - k 

7--7;v^-n-?- r -2 - -g->H -1H- 

Mt2 2 8] 



MS (ESI)m/z 323 MH+ 
10 2 7 4] 
§^#0 1 3 3 - k 

i7--7;v*n-3- r LEJ -2 - (y'wy-i-^^ -*~>H -l- 




F 



miE# 2003-3051300 
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1^ 



[4fc2 2 9] 




mm^m^r, «iwi2 5-kt^7-7^n-3- c (e) -2- (t? 

i; ^ y _3_^; V ) _tf-;v] -l->'Jf;V-lH-^f y^/-;V-5-#^ 
^^2 0 0mg^f^/4ml hiJxwr/7 9. 6^1 

is i ^77x - * 'J;v7vK8 1 . 8 fi 1 £Unx-MS-e 3 0 tfe 
0 o^tt e r t-^/HUml fcijn*.*:^ 1 2 0*CfcWLT9 

>j*W7A^n-7^77^ \zxmm-%> ztizxY), m&tt&to i .2 1 

1H-NMR (400 MHz, DMS0-D 6 ) 8 1.47 (9H, s), 7.10 (6H, d, J - 6.8 Hz), 7.2 
3 (1H, d, J = 8.0 Hz), 7.25-7.33 (10H, m), 7.39 (1H, dd, J = 5.2, 8.0 Hz 
), 7.51 (1H, d, J = 16.8 Hz), 8.03 (1H, s), 8.13 (1H, m), 8.46 (1H, dd,' 
J = 1.6, 4.4 Hz), 8.75 (1H, d, J = 2.0), 9.44 (1H, bs). 
[0 2 7 5] 

nmm 134-k • 

7--7/U*P-3- f (R) -g-frl -1H- 

a y rv- )v- 5 - a >vt ^ y 

UK2 3 0] 



H,N 




j 7 _ 7;V ^n-3- [ (e) -2- (try^-s-'f*) -e-*] -1- 
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f'Jf)l/-lH-fvr/-^-5-'f/l't tert-W 
xW6 5 5mg £H»J 3 4 - b \zm^tz^'C»M U *IBft** 1 5 3 

lH-NMR (400 MHz, DMS0-D 6 ) S 5.11 (2H, bs), 6.65 (1H, d, J = 13.6 Hz), 6 
.98 (1H, s), 7.29 (1H, d, J = 17.6 Hz), 7.40 (1H, dd, J = 5.2, 8.0 Hz), 
7.56 (1H, d, J = 16.8 Hz), 8.10 (1H, m), 8.44 (1H, dd, J = 1.6, 4.8 Hz), 

8.79 (1H, s), 13.3 (1H, bs). 

[0 2 7 6] 
S&ffl 1 3 5 - k 

5 -A M T ^ K 
[ft 2 3 1] 



7 - y) ^u-3- [ (E) -2- (kfi;^>-3--OV) -If-A/] -1H- 
^ ^^y-^- 5-^VTr/2 17mg^ 2-77>*M>l2 8 6 m g £ 
)flv»t«fcWl 2 7-ki:*i:m^U«LC-MSU»»U WIBft 
^»143mg fclHMSfi fc tt#f;o 
MS (ESI)m/z 443 MH+ 
[0 2 7 7] 

mm 1 3 6 - k 

2 r7 --7^^-o-3- (2-^ i )y>-3--f;v-^ 




f VO 



fctiiE# 2003-3051300 
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1 




N 



3 - [ (e) -2- (trv v>-3--f;v) -iH-^>r/-^- 
7K5mi*nnita»-c-*«#b^o Rj£*tcis»«a**ira^. ih^^t 
j±^* u l c - m s -cnm-ir z>zt\,z£*)&btiz>m£k twm***' KWI * 

^9 6. 2mg^ffei B ^LT#fco 
MS (ESI)m/z 349 MH+ 
[0 2 7 8] 

m&m 137 . 

?.- r (e) -?- (3--7ji^p-7^~ >i/> -e~;H -4 4, 5_ 5-T 

Ht2 3 3] 

rV 

?nn (1, 5-->?n*^?^>) -ny'^A (I) rifrllmgJ:, 4 
4> 5> 5 _^ h ^^^; V _ [i, 3 , 2] mt**n7>0. 61ml« 
>jvx>i5ml» 3-7^n^fWl. 0mU*TU SfitM 

»«| * MEET fctf* U * & tH*W9A^7b^?7^ 




ffi|E#2 003-3051300 
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203/ 



1 lmg&; |f^»i:tt§/;, 

lH-NMR (400 MHz, DMS0-D 6 ) 8 1.25 (12H, s), 6.22 (1H, d, J = 18.8 Hz), 7 
.16 (1H, dt, J - 2.4. 8.8 Hz), 7.30 (1H, d, J = 18.8 Hz), 7.37-7.52 (3H, 
m). 

[0 2 7 9] 

SjM 13 8 

14 — f (E^ — 2 — (4 , A. S. 5 , — 2^L£ik^ ri. 3, 2j vt . 
Mb 2 3 4] 



»t«13 7^tl|i:t, (4-e-;V7^^;v) t e 

lH-NMR (400 MHz, CDC1 3 ) d 1.30 (12H, s), 1.51 (9H, s), 6.04 (1H, d, J 

= 17.6 Hz), 6.52 (1H, bs), 7.32 (2H, d, J = 8.8 Hz), 7.33 (1H, d, J = 1 
7.6 Hz), 7.41 (2H, d, J = 8.8 Hz). 
[0 2 8 0] 

nmm 1 3 9 

2- r (E) -2- (2-7^n7i^) zj g^jk] -4 4, 5, 5 -r 
[ffc2 3 5] 




H 




ffi«E# 2003-3051300 
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: 204/ 



S&0I1 3 7<D^m^mCX, l-7W-2-^M>-b*>5gH> ^ 

ffrffr^ 4 . 2 2 g Ltifco 

1H-NMR ( 400 MHz, CDC1 3 ) 8 1.31 (12H, s), 6.23 (1H, d, J = 18.0 Hz), 

6.97-7.07 (1H, m), 7.07-7.14 (1H, m), 7.18-7.29 (1H, m), 7.55 (1H, dt, J 

= 2.0, 8.0 Hz), 7.57 (1H, d, J = 18.0 Hz). 

[0 2 8 1] 
$k&W 1 4 0 - g 

Kfc2 3 6] 



^/-;l,_5-#;i/^H;;H. 2 2 g ^<b> *lB*frfr* 1 . Hg^f±^ 

iH-NMR ( 400 MHz, DMSO-D5 ) 8 3.86 (3H, s), 7.43 (1H, d, J = 11.6 Hz), 
8.26 (1H, s), 8.44 (1H, d, J = 7.2 Hz), 13.43 (1H, s). 

[0 2 8 2] 
SS01 1 4 1 - g 

3 _ -r u ^_ 6 - -7 )V± u - 1 - V U * to- 1 H - d * fr - 5 - * 2k^i> 
1^2 3 7] 



SUM 8 7-h*J:rr»ifi«8 8-ht:$C> 6-7;v^n-i H-^ >^/- 
; v_ 5-5&^>flfc ^f;vx^f;H. 1 1 g*»fe> WSMfc-frWl. 3 8g£ 

iH-NMR (400 MHz, DMS0-D 6 ) 5 3.84 (3H, s), 6.04 (1H, d, J = 12.0 Hz), 7. 
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205/ 



12-7.23 (6H, m), 7.30-7.44 (9H, m), 8.12 (1H, d, J = 6.8 Hz). 
[0 2 8 3] 

%mm 1 4 2 - g 

fi-v;va-p-3- r (R) 2 -J fr) -g-frl -1H 

Ut2 3 8] 



mmni 00-g«:$C, 3-yn*-6-7^o-i-bVf;v-l 

Wx>3 5 0mg*?>, "(E) -tRfBifc^2 1 1 m g *Ul!!fcfe*ih& i: * 
^ ' ( Z ) -*|Bfl;*tt 8 5 m g £ lljijfcfettfi t tt#fcc 

(E) #;lH-NMR (400 MHz, DMS0-D 6 ) 5 3.85 (3H, s), 7.11 (1H, dd, J = 

3.6, 5.2 Hz), 7.32 (1H, d, J = 16.4 Hz), 7.41 (1H, d, J = 3.6Hz), 7.44 
(1H, d, J = 11.2 Hz), 7.54 (1H, d, J = 5.2 Hz), 7.71 (1H, d, J = 16.4 Hz 
), 8.70 (1H, d, J = 6.8 Hz), 13.51 (1H, s). 

[0 2 8 4] 
mm 1 4 3 - g 

fi--7/l/*-P-3- r (Z) -?.- (^7x-/-2-^V) ~ 1 ~ 

[ft2 3 9] 



(Z) ^H-NMR (400 MHz, DMS0-D6) $ 3.85 (3H, s), 6.82 (1H, d, J = 
12.0 Hz), 7.03 (1H, d, J - 12.0 Hz), 7.06 (1H, dd, J = 3.6, 5.2 Hz), 7.4 
4 (1H, d, J = 11. fife). 7.50 (1H, d, J = 5.2 Hz), 7.63 (1H, d, J = 3.6 Hz 




H 




fflaE# 2003-3051300 



#^0 0 3 - 0 0 0 1 5 3 q ^-v 

), 8.34 (1H, d, J = 6.8 Hz), 13.63 (1H, s). 
[0 2 8 5] 

mmm 144-g 

_fi--7)l/:*-P-3- r (K) - 2 - ZL^ik] -ih 

[4fc2 4 0] 



H 




6 _ 7;V ^n-3- [ (E) -2- (ft7x>-2-^V) -tf-;v] -1 
mo. 5ml*JD;U 5 0TC-5 5TCt?6l*m«»t^o RJ6«*. 1*56** 
^53mgt, llJBfcfe*tIi t LXmzo 

1H-NMR (400 MHz, DMS0-D 6 ) 5 7.11 (1H, dd, J = 3.2, 5.2 Hz), 7.31 (1H, d 
, J = 16.0 Hz), 7.39 (1H, d, J = 11.2 Hz), 7.41 (1H, d, J = 3.2Hz), 7.54 

( 1H, d, J = 5.2 Hz ), 7.69 (1H, d, J = 16.0 Hz), 8.67 (1H, d, J = 7.2 
Hz), 13.07 (1H, bs), 13.46 (1H, s). 

[0 2 8 6] 

mrnm 1 4 5 - % 

mmmi 6-y^u-3- [ (e) -2- 

^ y _2-4)V) -tf~;i/l -iH-^f>r/^-5-*^ft*^> ^ 

^IJl46-g~151-g <Dfo&®*WZo 
[0 2 8 7] 

mm 1 4 6 - g 

fi _- 7 ;V^-p-c 1 _ r CEJ - s- ^7x^7,-^f^) z^jk3 -ih 
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^-v: 207/ 



[4b2 4 1] 




MS. (ESI) m/z 328 MH* 
[0 2 8 8] 

mmm 147-g 

6-7;va-n-3- r (E) -2- (^•^-•7^>-2 -^f;v) -1H 
Wfc2 4 2] 



MS (ESI) m/z 368 MH+ 
[0 2 8 9] 

mmm 1 4 8 - g 

6 - -7;V^-P- 3 - f (E) -2- (-f-^-7 3iV-2->f ;M -tf~;H -1H 
-J >*^S-)V-5-i])Vtf>m r (IS) - (2-HKn^>-l-7x^ 
2kz^±2k) 1 — T < K 
[ft2 4 3] 



H 




H 




MS (ESI) m/z 408 MH+ 
[0 2 9 0] 



ffllE#2 003-3051300 



003-000153 



m 



^-v: 208/ 



%1foM 1 4 9 - g 

± -*7)u±u-z- r f F.i -2 - f^7xy-?-^) n^2k3 -1H 

(ft 2 4 4] 



MS (ESI) m/z 374 MH+ 
[0 2 9 1] 

%mm 1 5 o - g 

fi---7fr;t-p-ar- r C£) fWxV-y.WM -v:~^ -IB 

1^2 4 5] 



MS (ESI) m/z 379 MH+ 
[0 2 9 2] 

mmm i 5 i - g 

1 -rs F 



H 




H 




fflga-Jft 2003-3051300 




003-000153 



m 



^-y: 209/ 



[ft 2 4 6] 




F 



H 
N 



MS (ESI) m/z 359 MH+ 
[0 2 9 3] 

m&m i 5 2 - g 

[ft2 4 7] 



HifrWl 4 2-g-C#£>*l£, 6-7;V^n-3- [ (E) -2-(ft7x> 
_2-^f;v)-e^;V] -lH-^>r/-;V-5-*^*'>t ^/IaxXt- 
;H 5 1 m g £«H*!i 31-ci mktt&K Y V ^MtLtz^ f*S«J 1 4 4 
- g t |«&:fri£-eto5H!?-f & £ £ K <£ *K Hlfift^ 3 2 0 m g £11^^ 

1H-NMR (400 MHz, DMS0-D 6 ) 8 5.99 (1H, d, J = 12.0 Hz), 7.11 (1H, dd, J 
= 3.2, 5.2 Hz), 7.14-7.48 (17H, m), 7.54 (1H, d, J = 5.2 Hz), 7.59 (1H, 
d, J = 16.4 Hz), 8.66 (1H, d, J = 6.8 Hz), 13.18 (1H, bs). 
[0 2 9 4] 

mum 1 5 3 - g 



Tr 




ttJiE# 2003-3051300 



#H£ 003-000153 



m 



^-v: 210/ 



[ft 2 4 8] 




F 



Tr 
N 



WJl0 9-gt:fC^-e, 6-7;v^-n-3- [(E) -2-ft7x 

^_ 2 - ^ ;v-e-;v] - l - h Uf-;v- l H-'f >^v*-;v- 5 

3 2 0 m g f>^IB<k^-tf 6 6 m g 4r®fe«fSi LTftfc. 

iH-NMR ( 400 MHz, DMS0-D6 ) 9 1.44 (9H, s), 6.00 (1H. d, J = 11.6 Hz), 

7.09 (1H, dd, J = 2.8, 5.6 Hz), 7.14-7.55 (19H, m), 8.15 (1H, d, J = 7.6 

Hz), 8.85 (1H, s). 

[0 2 9 5] 

nmm 1 5 4 - g 

fi-7^n-3- f (E) -2- (^^-v^>-2-^;M -tf~;H -1H 
Hb2 4 9] 



§£ife#!ll 1 O-gtcmC^^-C. l6-7/M-tt-3- t (E) -2- 

7x7-2 — f;v) - 1 - h 'J f^- 1 H-f >^v*-;v- 5 - - f ^ 

i -#;W*5 t e r t -y'i~)\y^^T-^9 Omg#^ HSBft^W 2 2 

iH-NMR ( 400 MHz, DMSO-Dg ) * 4.94 (2H, s), 7.09 (1H, dd, J = 3.6, 5.2 
Hz), 7.12 (1H, d, J = 16.4 Hz), 7.22 (2H, d, J = 10.8 Hz), 7.25 (1H, d, 
J = 3.6Hz), 7.33 (1H, d, J = 8.4 Hz), 7.44 (1H, d, J = 16.4 Hz), 7.47 (1 
H, d, J = 5.2 Hz), 12.83 (1H, s). 
[0 2 9 6] 



H 




ffimE# 2003-3051300 



003-000153 



m 



^-v: 211/ 



mnm 155-g 

mmmi 1 l-g^c*^ 6 --7^**- 3- [ (e) -2- c*-*? 

^-2-4 )\>) -tfr.;V] - 1 H -A > yv*-)V- 5 — f flsT 5 
#U 1 56-g~l 59-g Oit^mtzo 

[0 2 9 7] 
£Jfctil 1 5 6 - g 

*sWfU/<^i3)l'tf>W •\6-7fl' * u-S- [ CEJ -2- (ft7xV 
Mfc2 5 0] 



MS (ESI) m/z 328 MH+ 

[0 2 9 8] 
^Jfe^lJ 1 5 7 - g 

rfjkj - T 3 K 
Ift2 5l] 



MS (ESI) m/z 371 MH+ 
[0 2 9 9] 

mm 1 5 8 - g 

, 1H - / f>y>/>-ll / -5-/ii/l -2- (^7x>-?,->f«/) -T -fe^^ 



H 




H 




ffitiE#2 003-3051300 




003-000153 



m 



^-v! 212/ 



Mb 2 5 2] 




H 

N 



MS (ESI) m/z 384 MH+ 

[0 3 0.0] 
H «U 1 5 9 - g 

7^>-2-»^Vi> | fi--7;va-P-3- r (E) -2- (ft7x 
[ft 2 5 3] 



MS (ESI) m/z 354 MH+ 
[0 3 0 1] 

1 6 0 - g 

fi--7JU*n-3- r L£) - ? - M-7»i/>-2->f;i0 -H— ;H -1H 
— > y-/- iv- s — » tkM^: h V. 2k 
[ft 2 5 4] 



«|«10 0-gO»*^ «t«8 3-g-e#W:3-yn^-6- 



F. 




H 
N 



ft* 



N 
H 




ttllE# 2003-3051300 



#^0 0 3-0 0 0 1 5 3 ^ 

2 - }£~)Vi-7 9 V>6 7 4mgH, W&it&Vtl 5 9 0mg^ Jt±fe^iHi 

iH-NMR (400 MHz, DMS0-D 6 ) d 7.47-7.58 (2H, m), 7.67 (1H, d, J = 10.0 
Hz), 7.72 (1H, d, J = 16.8 Hz), 7.83 (1H, d, J = 16.4 Hz), 7.93 (2H, d, 
J = 9.2 Hz), 7.96 (1H, d, J = 8.8 Hz), 8.01 (1H, d, J = 8.4 Hz), 8.20 (1 
H, s), 9.06 (1H, d, J = 6.4 Hz), 13.76 (1H, s). 

[0 3 0 2] 

%mm i 6 i - g 

[it 2 5 5] 



H 




G-yjVtu-Z- [ (E) -2- tf-7?VV-2-4 )V) -t?~;V] -1H 
-A >?V-/U- 5 h V )V5 8 8mg#f3m 1 i:7jclm 1 <DMM 

ftfc, «3ml *inx.l 1 OTCClWmiflWtfc, ***** KJfc*fc*«ll 
x.> HW-x^ ;V30ml trf7tKD77>l 5ml ^M^^-eWtti Lfco 

ftijf^6ml 20W1 5BMMB*Lfc. KlSfc* 5 

ttlc L7^m> 30mUf f7tFn77>20ml Ol^ilT'i 

iH-NMR (400 MHz, DMS0-D 6 ) 5 7.41 (1H, d, J = 11.6 Hz), 7.48-7.57 (2H, 
m), 7.70 (1H, d, J = 16.4 Hz), 7.82 (1H, d, J = 16.4 Hz), 7.92 (1H, d, 
J = 8.8 Hz), 7.94 (2H, d, J = 8.8 Hz), 8.05 (1H, d, J = 8.4 Hz), 8.17 (1 



ffigE# 2003-3051300 



#&2 003-000153 



0 



^-v : 214/ 



H, s), 8.79 (1H, d, J = 7.2 Hz), 13.08 (1H, bs), 13.49 (1H, s). 
[0 3 0 3] 

mum 1 6 2 - g 

nMWl 0 2-g©Mi:itt, 6-7;v^-n-3- [ (E) -2-^7 9 V 

)v-\£~)V] - 1 H-^f vr/-^- 5-*M>8*^ Hifeflfli 

63-g~166-g <Dit^m*Wzo 
[0 3 0 4 J 

1 6 3 - g. 

6-7;V:frn-3- f (E) -2- (± 7 * k >~ 2 ;V) -t£~jH -1H 

- >f v y v- 5 - a jk^izM -> » p ~7°p ^jkr § k r-fh 2 5 6 1 



MS (ESI) m/z 372 MH+ 

[0 3 0 5] 
H»J 1 6 4 - g 

6--7;v^-p-3 - r (E) -2- (±2_£ u>- 2 -^f;i/) -tf~;H - 1 H 
[ft 2 5 7] 



H 




H 




MS (ESI) m/z 412 MH+ 
[0 3 0 6] 

mm 1 6 5 - g 



tBSEiff 2003-3051300 



#H£ 003-000153 
fi--7;i/^-n- 3 - r CK) - 2- (-*-7» w- 2 -bT~;H - ih 

[ft 2 5 8] 



: 215/ 




MS (ESI) m/z 423 MH+ 

[0 3 0 7] 
HJ&fll 1 6 6 - g 

6-7;V^P-3- f (E) -2- (^7»V^-2->f^ -tf~;H -1H 
zzd >£2£zJk= 5 -ft^sKVK r (IS) - ( 1 -*)Vs^4 
1 — T ^ K 
lft2 5 9] 




MS (ESI) m/z 403 MH+ 
[0 3 0 8] 

mmm 1 6 7 - g 

6-7;v^-n-3- r (E) -2- (•f-7»l^>-2->f;v) -fcT-;i/l - l - 



mSE# 2003-3051300 




5* I 216/ 



Sftffl 1 0 8-glct£c/$y£fll|l 6 1 - uX*%htitz§ - 7 )V*u - 3 - [ ( 
E) -2- (1-7 9 U>-2-J )V) -lH-^>r/-;V-5->!7 
/l/#>H3 5 OmgH, SMfift^Wl 8 8mg^ UJ!ft&4MJ&&;fe£ LT# 

iH-NMR (400 MHz, DMS0-D 6 ) d 6.00 (1H, d, J = 12.4 Hz), 7.10-7.44 (15H 
, m), 7.48-7.56 (2H, m), 7.58 (1H, d, J - 16.4 Hz), 7.75 (1H, d, J = 16. 
4 Hz), 7.88-7.98 (3H, m), 8.04 (1H, d, J = 8.8 Hz), 8.13 (1H, s), 8.79. ( 
1H, d, J = 7.2 Hz), 13.19 (1H, bs). 

[0 3 0 9] 
$yi0!ll6 8-g 

\6-7)V±u-3- f (E) -2- (1-7 9 Is >- 2 -4 fr) -tf~;l/l -1 
- b LL£ikr: 1 H-W >yv-;V- 5 ->f/H -ftJW^y^ag tert-7* 



[ft 2 6 1] 

Tr 




U&ffl 1 0 9 - g fcig £7»&-e, 6--7;l/^-n-3- [(E) -2- (^7^ 
1^-2-^ ;v) -tr~;v] - l - h yf/i/- l H--T >r/-;v-5-*^f 
>mi 8 2mgH, aflBft-6^4 2mg«:JM&ttSWt«l«%t LT»fco 
iH-NMR (400 MHz, DMSO-Dg) d 1.46 (9H, s), 6.02 (1H, d, J = 11.2 Hz), 

m§E# 2003-3051300 



#^ 003-000153 ^-v : 217/ 



7.10-7.58 (18H, m), 7.62 (1H, d, J = 16.4 Hz), 7.85-7.95 (3H, m), 7.99 ( 
1H, d, J = 8.4 Hz), 8.13 (1H, s), 8.26 (1H, d, J = 7.2 Hz), 8.88 (1H, s) 

[0 3 10] 

mmm 1 6 9 - g 

6 -7)V*u-3 - r (E) -2- (±2Jt ls>-2 -tf~;H -l H 

lit 2 6 2] 



H?N 




10-gH$i:^M^ |6 -7/U*n-3- [ (E) -2- (^--7 

^p>-2--f;v) -t£~;i'] - l - h 'J f ;v- 1 H-^f v^/-^ - 5 — f;v 

} t e r t-7'fJl'XXf;H2mg^f), {Kg frffr£% 1 4 

!H-NMR (400 MHz, DMSO-Dg) S 4.96 (2H, s), 4.23 (1H, d, J = 10.0 Hz), 
7.40-7.56 (4H, m), 7.57 (1H, d, J = 16.8 Hz), 7.85-7.97 (4H, m), 8.04 (1 
H, s), 12.86 (1H, s). 
[0311] 

mmm no-g 

*ft«l 1 1 -g^&KmCT, 6 -y)U*U-3 -.[ (E) -2- (^7? 

k>-2-^r;v) -tf~;i/] - 1 H--f 5-<i)VT% >-^«b, 

Ml71-g~173-g <Dit^m*%tZo 
[0 3 12] 

mm 1 7 1 - g 

v^_pj2!PZl>^iMi>^ \e>--7)V*u-?>- r (E) -2- 
-2-^f;M -tf~;l/l - 1 H-^T vr/-^/-5->f^l — T $ K 

mgE# 2003-3051300 




MS (ESI) m/z 372 MH+ 

[0 3 13] 
%Mm 1 7 2 - g 

(2S) -s-**v-\£uwzs-2-i])Vtf>m \6-y)V*u-3- r . 
(E) -2- (+y 9 V>-2 -4 )V) -iH-^>yv-;v-5- 



[ft2 6 4] 




MS (ESI) m/z 415 MH+ 
[0 3 14] 

|H»!J 1 7 3 - g 

N- \e>-y)V*U-Z- f (E) -2- (^-7* 2 -^OM -kT~;H 

- 1 H-^T 5 -4M -TXY-2- (**7jl>-2-4 )V) - 



ffi|E# 2003-3051300 




MS (ESI) m/z 428 MH+ 
[0 3 15] 

m&m 1 7 4 - g 

6 -^;i/^-p- 3 - f (K) -2- (3-7^n7x-;v) - l - 



hil±2k= l H-^f>y-/-;i/-5-^;vT$ ^ 
[4t2 6 6] 




o 8 - g-e#£>=n./c. e-^^^-n-s- [ (e) -2- (3-7;v^ 
d7i-jv) -tf-;i/] - 1 - h 'jf - 1 H-^f y 5 - 

2. 9 5gON, N-^^W;VAr^ K5 5m 1 k^^AI. 
5 8gt^7x-;Hi7^Kl. 5 0 gffl"C3 0^Bov^4 0~ 

50^2. 5v$mmwLfz 0 Rfcm^zmK-fz^ ^chl, ^^^^ 

200ml -ejftmL/co ^lr«JB«r^ ti^A^'TMtefciifciMk 

A^n7^77^- MIax>=i : i~i ; 2) *efi|jJtt$H! 

U {RfB^b^ 1 . 5 7 g ftfett A t LT#fc 0 

1H-NMR (400 MHz, DMS0-D 6 ) S 5.00 (2H, s), 5.91 (1H, d, J = 12.4 Hz), 
7.09 (1H, t, J = 8.0 Hz), 7.14-7.48 (19H, m), 7.54 (1H, d, J = 10.4 Hz). • 
[0 3 16] 



fcfcfE#2 003-3051300 



#M2 003-0001 53 



220/ 



mnm 175-g 

N- {6--7;V^-P-3- r (E) -2- (3-7^P7x^) =L^Jk] 
[ft 2 6 7] 



6 -"7;v^-n- 3 - [ (E) -2- (3-7Wn7x-^) -t£-;u] -1- 
1 H--Y yyy-)l<- 5~4 JPT< s 5 2 5mgi*ftSl8 
1 2 7 - k Klfi£v*flsJB U &v*-CM»!l 3 1- cC$ 

& £ t k x *) > ^iBft^% isomgi mefefejiss t Lxntz 0 

1H-NMR (400 MHz, DMSO-D 6 ) S 2.11 (3H, s), 7.15 (1H, dt, J = 2.4, 8.0 Hz 
), 7.38-7.48 (3H, m),' 7.52 (1H, d, J = 8.0 Hz), 7.58-7.66 (2H, m), 8.40 
(1H, d, J = 7.6 Hz), 9.72 (1H, s), 13.26 (1H, s). 
[0 3 17] 

mmi i 7 6 - g 

[ft 2 6 8 ] 



H 




H 




fcH!E#2 003-3051300 



#12 003-000153 



^-v: 221/ 



7 m g iffetWa t LXntZo 

iH-NMR (400 MHz, CDC1 3 ) d 2.22 (3H, s), 6.76 (1H, ddd, J = 2.0, 7.2, 
8.0 Hz), 7.00 (1H, bs), 7.11 (1H, t, J = 7.2 Hz), 7.77 (1H, dd, J = 2.0, 

6.8 Hz). 

(0 3 18] 
m&Ml 7 7-g 

N- (5-7MD-2-^^-4-^^P7x^) -7-fe»3K 
[ft 2 6 9] 



N- (5-7WD-2-^f;V-7x-jV) -T-b^ K5. 0 1 g<7X ft% 
i30ml mmz, ftU* 3 TCJ2JlTfc«*> 7 0 ( d = 1 . 4 2) 2 

. 7 4g*j»TU, P3i&^4 0#ra«#Lfc&, Mi SBf l/i**i:* 
TU, WffiLfc»5fc*»JRLrt:&, »*«rftBR^"^/H 0 0ml fci&flIU ftl 

U Hffift^3. 6 8 g*Jlfe*H*ftfc LT#/Zo 

iH-NMR (400 MHz, CDCI3) 5 2.29 (3H, s), 2.32 (3H, s), 7.17 (1H, bs), 
7.94 (1H, d, J = 8.0 Hz), 8.34 (1H, d, J = 13. 6' Hz). 
[0 3 19] 

m&m 1 7 8 - g 

5 -y)V3rU- 2 ^JV- 4 fn-7x^7^ > 
[ft2 7 0] 



N- (5-7;vto-2-^f;v-4--hn7x-;v) -7-fe*5K3. 5g 



H 





mSE# 2003-3051300 



#12 003-000153 



I 222/ 



1H-NMR (400 MHz, CDCI3) 8 2.16 (3H, s), 4.39 (2H, bs), 6.39 (1H, d, J 
= 12.8 Hz), 7.88 (1H, d, J = 8.4 Hz). 
[0 3 2 0] 

wki&m 1 7 9 - g 

Ut2 7 1] 



5 -7;l/:*n - 2 4 fn-7x^r^ 2 gtf> 7 k@^5 0m 1 

mmmz, aEwsn-i-y^As 1 2mgcD 7 .MM£inx.> mm.-?— m^mnvtzo 

Kfcmzfcl 0 Om 1 SrjJIlx^ #fffit7»;fc£M£U 5 Oml f 

lt^o wm^^i 0 om i -earnt^ ^i^m**^ i> v ^y^mw. 

tf'Jfal/-y 3 >Lt, ^12^^5 8 9 m g ZlUVk&ftkMi t LT#£ 0 

iH-NMR (400 MHz, DMS0-D 6 ) $ 7.69 (1H, d, J = 11.6 Hz), 8.39 (1H, s), 
8.79 (1H, d, J =7.2 Hz), 13.76 (1H, s). 
[0 3 2 1] 

tRmm 1 8 0 - g 

3 -zrwe-e -y)V*u- 5 h n- 1 - h 1 h-^T z/*r*/—n> 

Kb 2 7 2 ] 



i£ji#!l8 7 - h 43 j; t/mitM 8 8-h^C> 6-7^n-5-^fn- 1 H 
-^>^V*-;i/5 0 Omg^t), ^IB^%6 5 1 m g fc^feSgJI, £: LT#£ 



H 




Tr 




ffiiE# 2003-3051300 



#112 003-000153 ^ ^~*J ; 223/ 



^2 



iH-NMR (400 MHz, DMSO-Dg) 5 6.20 (1H, d, J = 12.4 Hz), 7.15-7.23 (5H, m 
), 7.33-7.43 (9H, m), 8.47 (1H, d, J = 7.2 Hz). 
[0 3 2 2] 

mmm i 8 i - g 

6--7JV^-P-3- r (E) -2- (4-7Mn7x^)' - R - 

^fn-l-f<)f;v-iH-ryyv'Hl/ 
Hb2 7 3] 




F 

3 -fu^:- e-yjV^r n- 5 -~ fn- l - h l h — f >^v*-;i/6 

OOmg^N, N-y^W;VA7$K6ml», 4-7Wnxfl/^ 
2 9 2mg. 2- (y-tert-7*f;V7tX7^y) t*7x^7 1mg, 
fti^7y'"7A(II)2 7mg, h y J^;i/T ^ > 0 . 8 5 m 1 fcJiH^dJDx.. 8 0 

2 5ml lc^¥L£ 0 Wilif £7fc (2EI) , ^n^7X-ejlE^?f-L. i£7]c«m 

v^^v^at^^l^, mm^nmnz^Ltzo mhfttzw^^mm^- 

f>-yM 7 t?;l/x-r;H^Si H B H Lt, SKSBfl;^ 3 0 4mg£|Jjlft£ 1 

iH-NMR (400 MHz, DMS0-D 6 ) 8 6.12 (1H, d, J = 12.8 Hz), 7.15-7.30 (8H, 
m), 7.32-7.46 (9H, m), 7.47 (1H, d, J = 16.4 Hz), 7.63 (1H, d, J = 16.4 
Hz), 7.81 (1H, dd, J = 5.6, 8.4 Hz), 9.16 (1H, d, J = 6.8 Hz). 
[0 3 2 3] 

1 8 2 - g 

6--7;va-P-3- f (E) - 2- (4-7;t^U7jc-;l/) - 1 - 



ffltE# 2003-3051300 




5>: 224/ 



F 



e-yjVtU-3- [ (E) -2- (4-7HD7x-JV) -5- 
^ h n - l - > ij f - ;v - l H - >f > ^ V - ;V 2 9 0 m g O , N, N->^?-;V* 
K5m 1 ^y-;V9m 1 -7KI m 1 <DWi&mm^ mtT>*~<7 
A3 Omgfci^l 5 Omgm 8 0 VX 8 H#ITO$L£o ^i^Sr* 

ym^k, mm^mmTK^Lx^hfitzm^, 1 5m 1 ^ 

I2 5 2mg ^V«fe^ H »5^h LT#£ 0 

iH-NMR (400 MHz, DMS0-D 6 ) S 4.98 (2H, s), 5.91 (1H, d, J = 12.0 Hz), 
7.14-7.24 (8H, m), 7.25-7.37 (11H, m), 7.40 (1H, d, J = 8.8 Hz), 7.69 (1 
H, dd, J = 5. 6, 8. 8 Hz) . 
[0 3 2 4] 

mmw 1 8 3 - g 

§£ji$ll 8 2 - g*e^L7^6 -y)]/jrU-3 - [ (E) -2- 
7x-jv) -tf~;i/| - i - h >;^;v- i H-^f yyv-;i/- 5--f ;v75 

m* <7>% )v^>m.^mmm * * * t m^-^mx^mir^ ztizx*) mmn 1 8 

4-g~l 8 8-g£#7t 0 
[0 3 2 5] 

nw,m 1 8 4 - g 

^*wfu^z/j])vj$^m {6-7;v^-n-3- \ (E) — 2 — (4--7;p^- 

P7x^) - l H-^^^V-^-fi-^^l — 7 $ K 



tBfiE#2 003-3051300 



#12 003-000153 



225/ 



[tt2 7 5] 




H 

N 



MS (ESI) m/z 340 MH+ 
[0 3 2 6] 

mnm i 8 5 - g 

N— \6-7)V*U-3 - T (E) -2- (A-y)V±W7au=-)V) -tf~;H 
-lH--f>r/-;V-5-^^l -2- (tilxVz 2 -4 JV) -T-fc*5 

Ut2 -7 6] 



MS (ESI) m/z 396 MH+ 

[0 3 2 7] 
HifeM 1 8 6 - g 

N- l6--7;ua-p-3- f (R) -2- (4-7;vtn7x^;i>) -if-;vl 
[ft2 7 7] 



H 




H 




ffilE#2 003-3051300 
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W W 

MS (ESI) m/z 314 MH+ 
[0 3 2 8] 

%mm 1 8 7 - g 

N— <6--7;va-p-3- r (E) -2- (4-7;^P7x^;i/) -fcf~;H 
-iH-^>y-/-;v-5-^;vl -3-bKp^>-2. 2-^^^-;v-^p 

Ut 2 7 8 ] 



H 




MS (ESI) m/z 372 MH+ 

[0 3 2 9] 
H»J 1 8 8 - g 

N- )6--7;i/^-n-3- r (E) -2- (4-7;^n7x^i/) -bT^-;i/| 

- 1 H — ^ > yV-^- 5 -^f;H -3 - fc Knipy - 2 x.-)V--?U s^-f- 
[4b2 7 9] 




MS (ESI) m/z 420 MH+ 

[0 3 3 0] 
^ffiffll 1 8 9 - g 

C- )6--7;V^-n-3- f (E) -2- (3-7MP7x^) 

-iH-^v^/-;v-5 — f;vl -^f-^7^v 



ffiSE# 2003-3051300 




227/ 



T)V^~*?A (III) 1 3mgSriPx.fcm. ^li&M 1 0 0 - g-CWfctlfc 6 - 
7;i/^-n-3- [ (E) - 2- (3 -7Wn7x^;v) - tf— ;v] - lH-^f 
y y*S-)V- 5 Y V )V 9 m g SriUx.. gift"? 1 Hfeist#L/Co ^fn^b 

r>^-^A7Xv#^^iinx.^> mBmzmm^fri 5m 1 fcinx-fco ^rnus 
^i^n^m7K^^-h , ;'7A7fc^(2iii). ma-km^-cm^mm-L, m^mm^ 

1H-NMR (400 MHz, DMS0-D 6 ) 8 3.86 (2H, s), 7.12 (1H, t, J = 8.4Hz), 7.29 
(1H, d, J = 10.0 Hz), 7.44 (1H, dt, J = 6.0, 8.0 Hz), 7.52 (1H, d, J = 

16.8 Hz), 7,54 (1H, d, J = 8.8 Hz), 7.59 (1H, d, J = 16.8 Hz), 7.61 (1H, 
d, J = 10.8 Hz), 8.22 (1H, d, J = 7.2 Hz), 13.19 (1H, s). 
[0 3 3 1] 

1 9 0 - g 

N- l6--7;v^-a-3- T (E) -2- (3-7JVtn7x^v) -tf~;H 
- 1 R-4>VV^)V-^-4 )V*<f-)V\ -2-* f^y-^>X7^ K 
Ut2 81] 



H 




mmmi 1 i-g<D^mmcx, c- i6--7;i^n-3- [ (e) -2- ( 



ttSBE#2 003-3051300 
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^-v: 228/ 



T5>2. 9mg^t., flliB'ffc#4fe 1 . 4 2 m g 
MS (ESI) m/z 420 MH+ 
[0 3 3 2] 

m&m i 9 i - g 

6 -7)Viru- l - fc i)^-;v-3 — \Z=-)V— l H-^ 5 



Ut2 8 2] 




Mj£®I1 4 l-g-etf^tL/iS-yn^-e-^^^-n-l-hV^^-iH 
->f yyv—fr- 5 p«f-;v«'r;vo.- 7 7 g£$SBi®ll 2 3- 
k <7)^^T^a L> HfBtt^ 6 0 0 m g £«i$t^i!f .Pa i lt#/: 
iH-NMR (400 MHz, CDC1 3 ) 5 3.90 (3H, s), 5.52 (1H, d, J = 11.5 Hz), 6.05 

(1H, d, J = 12.4 Hz), 6.08 (1H, d, J = 18.2 Hz), 6.94 (1H, dd, J = 12.4 
, 18.2 Hz), 7.14-7.22 (6H, m), 7.24-7.32 (9H, m), 8.51 (1H, d, J = 6.9 H 
z). 

[0 3 3 3] 

mm 192-g 

6--7;v^-p-3- T (E) -2- )V) -fcf~;H - 1 - f 




e>-7)v*u- 1 - h 3 -}£~)V- 1 H-r/^/-^-5-*;vr/ 



ffifE#2 003-3051300 
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^-vl 229/ 



j£ ^^;VJi^-r;V6 0 0 m g t 3 -7u* fcfi; V> 1 90^1 1 2 4 

-kt mMKtm u mmik&w 7 5 m g zm&ftjn t lt#^ 0 

iH-NMR (400 MHz, CDCI3) 5 3.93 (3H, s), 6.11 (1H, d, J = 11.9 Hz), 7. 



1 (1H, dd, J = 1.8, 4.7 Hz), 8.59 (1H, d, J = 6.8 Hz), 8.76 (1H, d, J = 



[0 3 3 41 

mmm 193-g 

N— \ & — y — r (E) -2- (bfiJ^>-3-^;M -tf-;H - 
1 H-^f >^V*-;V- 5 -^;H - 2 -^^--7^> - 2 -^;t/-T-b^ 5 K 
[It 2 8 4 ] 



6-7;v^-n-3- [ (E) -2- (\£Vi^>-3-4 )V) -kf~;v] -l-b 
Vf 1 H--< 5 - * W>i **f-)V7 5mgSr^Jfi^l 4 4 

-gfcra«*^fe"CT^*vjn7fc^!fU 6 -v;v^-n- 3 - [ (E) -2- ( 
evv>-3-'f;v) -tf~;K] - i- f'jf;v-iH-f>r/-;i/-5-* 
7 0 m g L« 0 ov^T\ 174-gfc P»&;£ 

St6-7Wn-3- [ (E) -2 - (fcfi; v>>-3--f )V) -tf-;v] -1 
H-W VW-fr- 5--f ;V7 5 >3 Omg^o ^feJcHJfe^l 75-gt 

iH-NMR (400 MHz, CD 3 0D) 8 4.02 (2H, s), 7.00 (1H, dd, J = 3.5, 4.7 Hz 
), 7.06 (1H, dd, J = 1.0, 3.5 Hz), 7.32 (1H, dd, J = 1.0, 4.7 Hz), 7.34 
(1H, d, J = 11.5 Hz), 7.45 (1H, dd, J = 4.7, 8.0 Hz), 7.47 (1H, d, J = 1 
6.3 Hz), 7.56 (1H, d, J = 16.3 Hz), 8.15 (1H, dt, J = 1.8, 8.0 Hz), 8.43 



15-7.25 (6H, m), 7.25-7.42 (12H, m), 7.89 (1H, dt, J = 1.8, 8.3 Hz), 8.5 



1.8 Hz). 
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(1H, dd, J = 1.8, 4.7 Hz), 8.57 (1H, d, J = 6.8 Hz), 8.76 (1H, d, J = 1 
.8 Hz). 

[0 3 3 5] • 

mnm 194-h 

&-y)V*u-z- r (E) -2- (z-yjvxuy^-jv) -tf~;H - ih 
Kfc2 8 5] 




88-h *tfc % 3 - /n^e- 4-7 ;v*n - 1 - h 1; ^-)V- ih-' 
>y*/—A>— 5 ^f]HXf;H5 0mg(ON, N-^^^;l/ 

7U'6ml mWLK, 1 3 7 ^%hfitz 2 - [ (E) - 2 - ( 3 - 

7;^n7x-^) -tf~;l/| -4, 4, 5, 5-f^7^f;V- [1, 3, 2 
] vtWn7y2 0 0mg, 2- ('^-t e r t-7"f JV7t^7^) If 
7x^;i/2 4mg, W^^^Adl) 9mg, y vitii V y A 1 1 7m g> tK 
0. 6 m 1 ^JlR^Dx.. 8 0TC-C1. 5 B#Kii#L7^o S^lCf^m^^ 3 0 

mi tin*.. ^*^tK, ^IMfn^TK. ^o^ilTK-eii^^t, ^Tfc^mv 

^^v^A-e^LTto i#S&MffiTK®5!cU m.*V7*V>rfo2 6 Omg& 

#/c 0 ^:v^^»!i 34-bt iwi^^^-eJl^M't ^> - 1 a y) , «sgB>ffr£& 

3 2m g ^|l|^|g H B B LT#/c 0 

!H-NMR (400 MHz, DMSO-D 6 ) S 3.89 (3H, s), 7.15 (IH, dt, J = 2.4, 8.4 
Hz), 7.42-7.62 (6H, m), 7.84 (IH, dd, J = 6.4, 8.8 Hz), 13.81 (IH, s). 
[0 3 3 6] 

mmm 1 9 5 - h 

4-y)V*u-3- r m -2- (3 -y)V*uy - 1 H 



ffllE#2 003-3051300 
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^-v: 231/ 



Mt2 8 6] 




H 

N 



mMWl 4 4- g(D^m^m^ 4-7;U*n-3- [ (E) -2 - (3--7;v 
iruy ^~)v) - tf~;v] - l H-^f y r/^^- 5 - .*^-;k.x* 
r;V3 5mg^f>, ^IMb^ 3 1 m g Sr^-fefgH, t L"C#7t 0 
1H-NMR (400 MHz, DMSO-Dg) 5 7.15 (1H, dt, J = 2.4, 8.4 Hz), 7.38-7.60 

(6H, m), 7.83 (1H, dd, J = 6.4, 8.8 Hz), 13.08 (1H, bs), 13.76 (1H, s). 

[0 3 3 7] 
mWM 1 9 6 - h 

^I«10 2- gOMi:ii:t, 4-~7)V*u-3- [(E) -2- (3-7 

^1 1 9 7 - h ~ 2 0 2 - hOft^i^tl/Co 

[0 3 3 8] 
%WM 1 9 7 - h 

4--7;i^P-3- F (E) -2- (3-7;Vta7x^;V) -tf~;t/l - 1 H 

-r/yy-;i/-5-^^ ~> ? p v°p tf ;v r 5 K 

[4t2 8 7] 




MS (ESI) m/z 340 MH+ 
[0 3 3 9] 

nmm 1 9 8 - h 



mm.m 2003-3051300 
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^-v I 232/ 



4-~7;l^P-3- T (E) -2- (3 -7;i/^P7xr:;l/) _fc?~;H — 1 H 
-^^V-;!/- 5 -ft (7 7>-2-^fjWfJI/) — 7 < K 

[4fc2 8 8] 




MS (ESI) m/z 380 MH+ 
[0 3 4 0] 

mmm 199-h 

4 - -7;u^-n - 3 - r (E) -2- (3 -y)V*u7 3.=.)\s) -fc?~;H - ih 
[it 2 8 9] 




MS (ESI) m/z 396 MH+ 
[0 3 4 1] 

mmm 2 0 0 - h 

4-7^n-3- f (V.) -2 



- (3-7^tD7x^) -fcT~;H -1H 



-^vyy-^-s-^^r/a r (is) - (i-nKn»y^f^-2- 



^f-^-T'n^) 1 -7 3 K 



mtE# 2003-3051300 
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MS (ESI) m/z 386 MH+ 
[0 3 4 2] 

nnw 201-h 

4 - 7 )V*U- 3 - r (E) -2- (3-7JVi-n7x^V) -tf~;i/l -1H 
HU2 9 1] 



H 




MS (ESI) m/z 763 2M+Na+ 

[0 3 4 3] 
HifcW 2 0 2 - h 

4--7;v^-n-3- r (e) -2- (3 -yjvjrn? -tf~;H - ih 

-xf>^V^;i,-5-ft;i^^>^ r r (IS) -1- L2^zA±±^ =z ^±Jk 



tBSE# 2003-3051300 




^-vl 234/ 



MS (ESI) m/z 429 MH+ 
[0 3 4 4] 

0 3-h 

4 -7Ji/a-u- 3 - f (E) -2- (3 -7;v^-n-7^.n;v) - tf~;i/l - 1 - 
fc 12 ±Jk= l H->f >yv»-;v- 5 -ft ;i/#t>BS 
[ft 2 9 3] 



Tr 

/ 




»M 1 5 2 - g <D-%mzm HJfefll 1 9 4 - h V&btitz 4 - 7;U^n - 3 

- [(E) -2- (3-7;vtn7x-;v) -fcr~;v] - l H — f 

5 - ft * ^J.* ^V7 2mgH, ilfaft^ 4 5 m g &mfef& B H H 

1H-NMR (400 MHz, DMSO-Dg) 8 6.23 (1H, d, J = 8.8 Hz), 7.10-7.60 (22H, m 
), 13.14 (1H, bs). 
[0 3 4 5] 

watm 2 0 4 - h 

4-y)i±u-3 - r (E) -2- (3-7^n7x^ -tf~;i/i - 1 - 
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lit 2 9 4] 




Tr 
N 



Sfiffll 7 4-g<D-%mKm£, 4-7fr*V-3- [ (E) -2- {Z-7)V 
*u7^-)u) -kf~;v] — l — H j i h — f>^/-;v-5-*;wf> 

1H-NMR (400 MHz, DMS0-D 6 ) 4.90 (2H, s), 5.95 (1H, d, J = 8.4 Hz), 6.6 
3 (1H, t, J = 8.4 Hz), 7.06-7.48 (21H, m). 
[0 3 4 6] 

%mm 2 o 5 - h 

N- \A-7)V*U-Z- r (E) -2- (3 -7)V*U7^-)l>)- -tf-;H 
- 1 H-^ >yy*-fr- 5-Jj)\s#>n\ -2- &*7^>-2-4 )V) -T 
^ K 
[it 2 9 5 ] 



HMtfUl 1 l-g^:$C^ 4-7)V*U-3- [ (E) -2- (3-7 
Hn7x^;v) -if-;H - l - h u f l H - > / v*-;v - 5 - ^ ;i/7 
^>4mgi:, 2 7 ^ ^Mfr b ^ Umit^O. 8 3mg» 0 
MS (ESI) m/z 396 MH+ 
[0 3 4 7] 

mmm2 o 6-h 



H 




m«E# 2003-3051300 
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# 



^— 5>: 236/ 



[ft 2 9 6] 



H 



N 




M>;H 6 lmgON, N-y^f;V*;>A7^ K4mlMC> 

W7A^Dvf^77^ - OftBft^A': h;wc^= i : 9) -efflm^t 

> ^ffi<b^% 2 7 3mg^ fife^H i: tTt#/c 0 

1H-NMR (400 MHz, DMS0-D 6 ) 3 7.60 (1H, d, J = 8.4 Hz), 7.16 (1H, dd, J = 

6.0, 8.4 Hz), 14.23 (1H, s). 
[0 3 4 8] 

Risen 2 0 7 - h 

4-7^tn-3-g-K-i-H)fji/-lH-^> Vv*-)i<- 5 - ii lutf— 
Hfc2 9 7] 



Rjt#iJ8 8-h^^felc^D. 4-7;vtn-3-3-F-lH-^>^/-^ 
-5-*;Wf-h'J;i/2 5 0mgK, «fB'fb^fe2 4 7mg^6M H H B at 

iH-NMR (400 MHz, DMS0-D 6 ) d 6.34 (1H, d, J = 8.8 Hz), 7.08-7.16 (6H, m) 
, 7.30-7.39 (9H, m), 8.47 (1H, dd, J = 6.4, 8.8 Hz). 
[0 3 4 9] 

mm 2 0 8 - h 

4 -7A/to- 3 - r (E) -2- (f^7x>- 2 ->fn/) -tf~;i/l -1H 




miE# 2003-3051300 
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[ft 2 9 8 ] 




H 

•N 



mUmi 0 0-g^fti:$C, 4--7;v^-n-3-3-K-l-h i ;^;v—l 
H-^vrZ-^-S-A^ h V;V2 3 5mgi 2 - tf~;l/^* 7 jc > 9 8 
mgfrb, (Z) -|£fMt£-%l Imgimft&m&tblK (E) -Hffilt^ 

W7 9mg£lIJ!!fcfettllfc LT#fc 0 

(E) #; iH-NMR (400 MHz, DMS0-D 6 ) d 7.12 (1H, dd, J = 3.6, 5.2 Hz), 

7.14 (1H, d, J = 16.4 Hz), 7.38 (1H, d, J = 3.6Hz), 7.54 (1H, d, J 8. 
8 Hz), 7.56 (1H, d, J = 5.2 Hz), 7.70 (1H, d, J = 16.4 Hz), 7.71 1H,. dd 
, J = 6.0, 8.8 Hz), 13.99 (1H, s). 

[0 3 5 0] 

%mn 2 o 9 - h 

4-^;i/^-n-3- f (Z) -2- )U) -kf~;H - 1 - 

[11:2 9 9] 



(Z) #; iH-NMR (400 MHz, DMS0-D 6 ) * 6.71 (1H, d, J = 12.0 Hz), 7.07 ( 
1H, dd, J = 4.0, 5.2 Hz), 7.10 (1H, d, J = 12.0 Hz), 7.51 (1H, d, J = 5. 
2 Hz), 7.57 (1H, d, J = 8.8 Hz), 7.59 (1H, d, J = 4.0 Hz), 7.71 (1H, dd, 

J = 6.0, 8.8 Hz), 14.09 (1H, s) . 

[0 3 5 1] 

Mmm 2 i o - h 




ffitEifr 2 003-3051300 
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4-7JP*-P-3- FfR) -2 - f^7x>-2->f^ =Jg^ikJ -ITT 
Ut3 0 0] 




4-"7;l/*n-3- [ (E) -2- (^-a-^jcV- 2-^/10 - l£-;v] -1H 
-xf -yyy-fr- 5-^;ix^e- M; ;V2 5mg0 4H&itKft'Jf 2ml| 

«8B^^ 1 0 m g Sr*5fe»5fcfc U#/;„ 

iH-NMR (400 MHz, DMS0-D 6 ) 5 7.11 (1H, dd, J = 3.2, 4.8 Hz), 7.20 (1H, d 
, J = 16.4 Hz), 7.35 (1H, d, J = 3.2 Hz), 7.40 (1H, d, J = 8.8 Hz), 7.55 

(1H, d, J = 4.8 Hz), 7.69 (1H, d, J = 16.4 Hz), 7.82 (1H, dd, J = 6.8, 
8.8 Hz), 13.07 (1H, bs), 13.71 (1H, s). 

[0 3 5 2] 

mMm 2 i i - h 

mmwi o 2-g<oijmzmtT, a -y^u-z- [ (e) -2- 

^>-2-4 )V) -tf— - 1 H-^f 5 - *;v-f^^ %m 

m 2 1 2 - h ~ 2 1 3 - h <Dft&m*%tz 0 
[0 3 5 3] 

umm 2 1 2 - h 

A--7)V±U-3- f (E) - 2- f»t7x>- 2 zi^ik) -1H 



ffitiE# 2003-305130 0 
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[ft 3 0 1] 



H 



H 
N 




MS (ESI) m/z 328 MH+ 
[0 3 5 4] 

mmm 213-h 

4-~7)V*U-Z- r (E) -2- (ft7xV-2->f^ ZL^-EiM -1H 
-^f>y7>-^-5-3&^>» (77>-2-^JM^) — T ^ K 
[ft 3 0 2] 



MS (ESI) m/z 368 MH+ 

[0 3 5 5] 
H«J2 14-j 

4-^f^rv -3- (E) -J*^J;V- 1 H-W 5-ft;l^- fcjj 

2k 

[ft 3 0 3] 



$£it#l9 9 - j -ef#?>tL/c, 3 i - h 1 h- 

^r;-;l/-5-*W-f'J;H6 1. 5mgi (E) - 2-y ^~)V\£=. 



H 




H 
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W3 4-b CTJ&^ U HHfi^t? 35mg^ £ LT#fc 0 

1H-NMR (400 MHz, CD 3 0D) 3 4.29 (3H, s), 7.28-7.41 (3H, m), 7.31 (1H, 
d, J = 8.8 Hz), 7.47 (1H, d, J = 8.8 Hz), 7.56 (1H, d, J = 16.8 Hz), 7.5 
6-7.61 (2H, m), 7.61 (1H, d, J = 16.8 Hz). 
10 3 5 6] 

mmm 2 1 5 - j 

4-^f^y-3- (E) -Xf ) ;v- 1 H-^f >f 7-;v- 5 - ^M' >i 
[ft3 0 4] 



4-^ b^rv-3- (E) -XT-Vfr- 1 H-J >.VV-)V- 5-#;V#- h 'J 
;v 3 5 m g £«M 2 m K 7jc 1 m 1 <7)*a£it$Uc?#^ U 1 lOttl^FIl 

iH-NMR (400 MHz, CD3OD) 8 4.01 (3H, s), 7.20-7.78 (7H, m), 7.33 (1H, 
d, J = 8.8 Hz), 7.88 (1H, d, J = 8.8 Hz). 
[0 3 5 7] 

mmm 2 1 6 - j 

4-^;fr->-3- (E) -XfU;i/-1,H-^>^7-;V-5-^^i 



H 




ttiiiE# 2003-3051300 




^-v*. 241/ 



4-^h^rv-3- (E) -Xf'J;V-lH — f V^V-;V- 5-*)Vtf>m. 
7 5 K2 2mg*4^7Km^ i ;^'>A7X»3m 1 Winx.> 1 1 0 o Ce4ra 

iH-NMR (400 MHz, CD 3 0D ) d 4.0 (3H, s), 7; 22-7. 75 (7H, m), 7.28 (1H, 
d, J = 8.8 Hz), 7.88 (1H, d, J = 8.8 Hz). 
MS (ESI) m/z 293 MH~ 

[0 3 5 81 
H«!l2 17-j 

tiWl0 2-gOMi:$Ct, 4-^h^v-3- (E) -^f'J;V-lH 
-4 >^v-;v-5 -^;wf>it^i7r/^f>, H»J2 1 8 - j - 2 2 2 
- j nik^Zntto 
[0 3 5 9] 

mmm2 1 s- j 

4-^ h ^-> - 3 -^f ) Jl/- 1 H-^f >^/-;V- S - r (IS 

Ht3 0 6] 



H 




MS (ESI) m/z 380 MH+ 
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[0 3 6 0] 

IHJ&M2 1 9 - j 

4-n^>-3-Xf');V-lH-r/^-jl/-R-^V^i 



3 0 7 ] 




MS (ESI) m/z 334 MH+ 
[0 3 6 1 J 

mmm 2 2 o - j 



L £t3 0 8] 




MS (ESI) m/z 374 MH+ 

[0 3 6 2] 
*1M2 2 1 - j 

) - 2 - t; KD^rv - 1 - 7x^;vxf ;vl — T5K 



r (1 S 



ffiHEifc 2003-3051300 
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[ft 3 0 9] 





H 
N 



H N o O 



MS (ESI) m/z 414 MH+ 
[0 3 6 3] 

mmm 222-j 

4-* v*is-3-x?-i) >yy-)v-s-jj)\,#>m r (is 

) - 1 - ft — t $ K 

[ft3io] 



MS (ESI) m/z 365 MH+ 
[0 3 6 4] 

mmm 2 2 3 - j 

3- r (E) -2- (3-7JViD7x^V) -tf~;H 
— (> W~)V- 5 - ft Jl/afrr. b 12 2k 
[ft 3 11] 



9 - j -e%b*ltzZ -7*n^-4 h^rv'- 1 - b 1 H- 




H 




F 
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■i >^v-;v- 5 -#/M?- h V ;n 8 0 . 3mg tWkmM 13 7 -r?#£>*i*: 2 
- [ (E) -2- (3-7;Vtn7x^) -fcf~;l/] -4, 4, 5, 5, -r 
b7^f;V- [1, 3, 2] ^tWD7>15 4mg^ 1 9 4 - h 

(D^mzm^Kmu &^mnm3 4 - h tmmmimu wmit^m3 o 

iH-NMR (400 MHz, CD3OD) a 4.30 (3H, s), 6.99-7.51 (4H, m), 7.31 (1H, 
d, J = 8.8 Hz), 7.48 (1H, d, J = 8.8 Hz), 7.57 (1H, d, J = 16.4 Hz), 7.6 
1 (1H, d, J = 16.4 Hz). 

[0 3 6 5] 
H«iJ 2 2 4 - j 

3- r (E) -2- (3-~7)U*U7^-)\s) -4-^ 1 H 

[It 3 1 2] 



%mM2 1 5- j <7)Jf&Km£, 3- [ (E) -2- (3-y)V^-uy 
) -tf-;v] - 4 - ^ > 1 H-^f 5 - * f 'J ^ 3 0 . 

8 m g frh , iliS-ffc^ 2 2 m g Sr^fefflfgH i: LT#£ 0 

iH-NMR (400 MHz, CD3OD) £ 4.00 (3H, s), 7.00-7.05 (1H, m), 7.21-7.43 
(3H, m), 7.33 (1H, d, J = 8.8 Hz), 7.57 (1H, d, J = 16.4 Hz), 7.64 (1H, 
d, J = 16.4 Hz), 7.88 (1H, d, J = 8.8 Hz). 
[0 3 6 6] 

mmm 2 2 5 - j 

3- f (E) -2- (3-?)V*U7^~)V) -tf~;l/1 

- y yy- ;u - 5 - ft ;i/ a? >is 




ffiSE# 2003-3051300 



#IL 2 003-000153 



• 



^-v: 245/ 



[it 3 1 3] 




H 
N 



HO 



F 



mffiM2 1 6 — j ttmzmZ, 3- [ (E) -2- (3-7WD7x^ 
) -4-* h^>-lH — (y^-)V-5-^)U^>m. 75 K2 

2 m g £ , ^ff54fc^ 1 9 m g <h LT#7^ 0 

1H-NMR (400 MHz, CD 3 0D) 8 4.05 (3H, s), 6.99-7.04 (1H, m), 7.22-7.41 
(3H, m), 7.55 (1H, d, J = 16.4 Hz), 7.69 (1H, d, J = 16.4 Hz), 7.77 (1H, 
d, J = 8.6 Hz). 
MS (ESI) m/z 311 MH~ 

[0 3 6 7] 
H»!l2 2 6-j 

ni&ffll 0 2 - g^m^mtX, 3- [ (E) -2- (3-7Wn7x-;V 
) -tf~;i/] -4-^ f^ry- 1 H-^ ^^y-;v- 5 - *;P^^it#l7 5 
>^k> H»!l2 2 7 - j ~ 2 3 1 - j <Dit<km*%tZo 
[0 3 6 8] 
H»!l2 2 7 - j 

3- LlEj -2- (3 -y )V*U-7 -\£=.JlA 

-f>r/-^-5-^;v^>i r (IS) -l-^Ka^ry>!f;i/-2-^ 
Mb 3 1 4] 




H 
N 



mmm 2003-3051300 



#g2 003-000153 



^-v: 246/ 



J 



MS (ESI) m/z 398 MH+ 
[0 3 6 9] 

»M2 2 8-j 
3- r (E) -2- (a-7JI/tP7x^) -fcf~;H 

Hfc 3 1 5] 




MS (ESI) m/z 352 MH+ 
[0 3 7 0] 

mmm2 2 9- j 

3- r (E) -2- f3-7^n7i^) -fcf~;H -4-^ h#y- 1 H 

[1L3 1 61 




— F 



MS (ESI) m/z 392 MH+ 
[0 3 7 1] 

H»0 2 3 0-j 

3- f (E) - 2- (3 



^±2k] — T $ K 



f (1 SJ -2-EKP^>-1-7x^ 



ttitE# 2003-3051300 



003-000153 



5> I 247/ 



lit 3-1 7] 




MS (ESI) m/z 432 MH+ 
[0 3 7 2] 

^J&^il 2 3 1 - j 

3- r (E) -2- (3-7^tP7x^) -tf~;H -4-jX f^->-lH 
-^r/-^-B-^^i r (IS) -1 -ft;w^^f;wiL^;i/l — T 

Kt3 18] 



MS (ESI) m/z 383 MH+ 

[0 3 7 3] 
H»J 2 3 2 - j 

3- r (E) - 2- (4-7;i/tn7x^;V) 
- >T > y V - ;v-5-»;v^>') jk 
Mb 3 1 9] 




H 
N 




ffifiE# 2003-3051300 
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248/ 



mmw2 1 4 - j <w%mzmK. m&W9 9 - j •e#^3-m-4- 

^ f^ry- 1 - h 1; 1 H-^T >^V — 5 b'J^4 2 0mg 

t, (E) -2- (4-"7;v^n-7cc-;v) ^fn>t2 4 lmg^^ I 
IB^tf 6 6. 2 m g *$Jt6*M £ Itftfco 

iH-NMR (400 MHz, DMS0-D6> 8 4.23 (3H, s), 7.24 (2H, t, J = 8.8 Hz), 7 
.37 (1H, d, J = 8.6 Hz), 7.47 (1H, d, J = 16.4 Hz), 7.55 (1H, d, J = 8.6 

Hz), 7.57 (1H, d, J = 16.4 Hz), 7.72 (2H, dd, J = 5.8, 8.8 Hz), 13.68 ( 
1H, s). 

[0 3 7 4] 
UlfeM 2 3 3 - j 

3- r (E) -2- (4-7;i/iP7x^V) -fcf~;l/l 

-4y £7r jv- 5 - a jk£>M ZAJf 
[^3 2 0] 



mMW2 1 5- j O^feKiC, 3 - [ (E) -2- (4-7HD7x-iV 

) -if^;v] -4 - ^ h^y- l H-^f 5 - h 6 . 

2mg^, WEffc-fr* 6 1. 1 m g £ Lt#f:o 

iH-NMR (400 MHz, CD 3 0D) $ 4.00 (3H, s), 7.08-7.15 (2H, m), 7.32 (1H, 

d, J = 8.6 Hz), 7.53 (1H, d, J = 16.4 Hz), 7.58 (1H, d, J = 16.4 Hz), 7. 
58-7.68 (2H, m), 7.87 (1H, d, J = 8.6 Hz). 

[0 3 7 5] 

mmm 2 3 4 - j 

3- r (E) -2- (4-7^P7x^JV) =fcL=JkJ -4-^b^v-lH 




i±JIE#2 003-3051300 




^-v: 249/ 



F 



mmm2 1 6- j <D^mKmc, 3- [ (e) -2- (4-7Wn7x^ 

) -lf-;V] - 4 - ^ f ^ry- 1 H - - 5 - * ;V/f>i T^F6 

1. lmgW, ^l|B<b^8 5. 2mg«ffe|^aTHf:o 
iH-NMR (400 MHz, CD3OD) a 4.04 (3H, s), 7.10-7.16 (2H, m), 7.24 (1H, 

d, J = 8.6 Hz), 7.55 (1H, d, J = 16.8 Hz), 7.61 (1H, d, J = 16.8 Hz), 7. 

60-7.65 (2H, m), 7.79 (1H, d, J = 8.6 Hz). 

MS (ESI) m/z 311 MH" 
[0 3 7 6]- 

mmm 2 3 5 - j 

mMMl 0 2-g0^ft|:!Sli:^ 3- [ (E) -2- (4-7Wn7x-;v 

>-^<b> §f||fe#l2 36-j~241-j <D4k&m*%fz 0 
[0 3 7 7] 

mmm 2 3 6 - j 

3- r (E) -2- (A--7)V*uyjL~)V} -4-^T^>-lH 

>B£ f (IS) -l-^FP4y^f;>-2-^ 



tBiiE#2 003-3051300 




2003-000153 



^-v : 250/ 



[ft 3 2 2] 




H 
N 



HO 



F 



1H-NMR (400 MHz, CD3OD) 8 1.06 (3H, d, J = 6.6 Hz), 1.08 (3H, d, J = 
6.6 Hz), 2.02-2.12 (1H, m), 3.73 (1H, dd, J =4.4, 11.2 Hz), 3.78 (1H, d 
d, J = 5.2, 11.2 Hz), 3.97-4.03 (1H, m), 4.02 (3H, s), 7.11-7.16 (2H, m 
), 7.34 ( 1H, d, J = 8.8 Hz), 7.54 (1H, d, J = 16.6 Hz), 7.59 (1H, d, J 
= 16.6 Hz), 7.63-7.66 (2H, m), 7.84 (1H, d, J = 8.8 Hz). 
MS (ESI) m/z 398 MH+ 
[0 3 7 8] 

mmm 2 3 7 - j 

3- r .(E) -2- (4-7;vtn7x^) -tf~;H -4-^b^->-lH 

- 4 v y 5 jytf^m y » a 7u tf;i/T 5 K 
[ft 3 2 3] 



MS (ESI) m/z 352 MH+ 
[0 3 7 9] 

nmm 2 3 8 - j 

3- r (E) -2- (4-7/l/tP7x^) -tf~;H 



H 




F 



ffifiE# 2003-3051300 
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^-vl 251/ 



HK3 2 41 




1H-NMR (400 MHz, CD 3 0D) 8 3.89 (3H, s), 4.64 (2H, s), 6.36 (1H, dd, J 
= 0.8, 3.2 Hz), 6.39 (1H, dd, J = 1.8, 3.2 Hz), 7.09-7.16 (2H, m), 7.32 
(1H, d, J = 8.8 Hz), 7.47 (1H, dd, J = 0.8, 1.8 Hz), 7.53 (1H, d, J = 1 

6.4 Hz), 7.58 (1H, d, J = 16.4 Hz), 7.59-7.66 (2H, m), 7.78. (1H, d, J = 

8.8 Hz). 

MS (ESI) m/z 392 MH+ 
[0 3 8 0] 

^!W!l2 3 9-j 

3- f (E) -2- (4 -*7)ls*U7x. — )V) -tf~;H -4-* f3r->- 1 H 

-^f>y7-;i/-5-^M>i r (is) -2-bKn^y-i-7x-;v 
Hb3 2 5] 




iH-NMR (400 MHz, CD3OD) a 3.88 (1H, dd, J = 6.6, 11.4 Hz), 3.94 (1H, 
dd, J = 4.8, 11.4 Hz), 3.97 (3H, s), 5.22-5.25 (1H, m), 7.14 (2H, t, J = 
8.8 Hz), 7.26-7.39 (4H, m), 7.44-7.48 (2H, m), 7.55 (1H, d, J = 16.4 Hz 
), 7.60 (1H, d, J = 16.4 Hz), 7.63-7.67 (2H, m), 7.81 (1H, d, J = 8.8 Hz 
). 

MS (ESI) m/z 432 MH+ 
[0 3 8 1] 



tBiE# 2003-3051300 




^-v*: 252/ 



mMm 2 4 o - j 

3- r (E) -2- (4 -7^P7x^) zi^ik] 

-^vy7-^-5-j&^it r (is) - i ziajwi^-£ik^±2k] -t 

Mb 3 2 6 ] 



iH-NMR (400 MHz, CD 3 0D) a 1.52 (3H, d, J = 7.0 Hz), 4.01 (3H, s), 4.69 
(1H, q, J = 7.0 Hz), 7.12-7.16 (2H, m), 7.35 (1H, d, J = 8.6 Hz), 7.55 ( 
1H, d, J = 16.2 Hz), 7.60 (1H, d, J = 16.2 Hz), 7.64-7.67 (2H, m), 7.89 
(1H, d, J = 8. 6 Hz) . 
MS (ESI) m/z 383 MH+ 
[0 3 8 2] 

mmm 2 4 1 - j 

3- r (E) -2- (4-7A/tn7x^) -kf-;H -4-^h^rV-lH 

-4 5 -jDVtfym (rl>7^Kn77y-2-/fiMf^ - 

[11:3 2 7] 



H 




F 




H 
N 



F 



MS (ESI) m/z 396 MH+ 
10 3 8 3] 

mmm 2 4 2 - j 



tBIE#2 003-3051300 



#12 003-000153 



^2 



— I 253/ 



4-^ h^rv-3- r (E) -2- (t>-M)JI/) -tf~;H -lH-^>y/ 
[<b3 2 8] 




1 4 - j mi&M9 9- j ^#^^3-^^-4- 

^ h^v- 1 — > y 1 H-^f >yy—)V- 5 -ft;v**— HJ;H60mg 

(E) -2- (4-^^-;V7^-^) tf-;wfnyi8 9mg^?>, ^fS>fb 



6. 7mg^It LtWc 0 
iH-NMR (400 MHz, CD 3 0D) £ 2.23 (3H, s ), 4.14 (3H, s), 6.09-7.42 (5H, 
m), 7.06-7.09 (2H, m), 7.15 (1H, d, J = 8.4 Hz). 
[0 3 8 4] 

mmm 2 4 3 - j 

4-^b^r->-3- r (E) -2- ( P -MJ;v) -tf~;H -lH-^>^v» 
[it 3 2 9 ] 




4-^h^rv-3-.[ (E) -2- (p->'J^) -\£=-)V\ -lH--f>^ 
V-;i— 5 - ft h V A' 4 6 . 7mg^ HJ&ffl 2 1 6 - j Km CfzJjfeX* 

$mtk i t J: 19 „ HiB>ffc^% 3 0. 8 m g £*frfeJffl*tfi ^ LT#fc 0 

iH-NMR (400 MHz, CD3OD) 8 2.37 (3H, s), 4.04 (3H, s), 7.21 (2H, d, J 
= 8.2 Hz), 7.26 (2H, d, J = 8.8 Hz), 7.49 (2H, d, J = 8.2 Hz), 7.54 (1H, 



tttfiE# 2003-3051300 



!&m 2003-000153 



^-V: 254/ 



d, J = 16.4 Hz), 7.61 (1H, d, J = 16.4 Hz), 7.83 (1H, d, J = 8.8 Hz). 
MS (ESI) m/z 309 MH+ 

[0 3 8 5] 
mt&M2 4 4- j 

%mwi o 2-g<Djjmzmcx, 4-*h*^-3- i ce) -2- ( P -h 

V;v) -tf-;i/] - 1 H-^ 5 - *;V5K>ft#lT< H 

Jfei^l 245-j~249-j <Dtt&mZWfc 0 

[0 3 8 6] 
•H»ll 2 4 5 - j 

4-^ r (E) -2- (p-MJ;V) -tf~;H -lH-^>^7 

-;w-5-^;ix^>^ r (IS) -i-bKD4y^jV-2-^f;v/nb' 
[ft 3 3 0 ] 



MS (ESI) m/z 394 MH+ 

[0 3 8 7] 
H»U2 4 6-j 

4-^h*->-3- r (e) -2- LB-zi-L-!jJk) -tf~/n >VV 

[ft3 3 1] 





MS (ESI) m/z 348 MH+ 
[0 3 8 8] 



tHiE# 2003-3051300 



&H2 003-000153 



^-v : 255/ 



m$m 2 4 7 - j 



4-*K*V-3- f (E) -2- (n-MJ;V) -faf~;l/l -!H-^>^/ 
HK3 3 21 



MS (ESI) m/z 388 MH+ 
[0 3 8 9] 

mm 2 4 8 - j 

4-^*->-3- r (E) -2- (p-HJ/t/) -fcf~;l/l -lH-^^/ 

-)P-5-ij)V^^m r (IS) — 2 — fa: Kn'#->- l — ^ j.^;i/J.-f-;v1 - 
[ft 3 3 3] 



MS (ESI) m/z 428. 5 MH+ 

[0 3 9 0] 
mm 2 4 9 - j 

4-^^y-3- f (E) -2- (n-M?;i/) -fcf~;H -lH-^>r/ 

-ji/-5 -#;wj?>-l£ r (is) — T ^ K 

Mb 3 3 4] 






tBSE# 2003-3051300 



?&m 2003-000153 ^-S? : 256/ 



MS (ESI) m/z 379 MH+ 
[0 3 9 1] 

mMm 2 5 o - j 

3- r (E) -2- (4-*UU7x.~)V) -fcf~Jl/| -4-^^>-lH- 
Ut3 3 5] 




SSBt$J9 9- j ^hti?z3--7u*:-4-* h*zs-l- Wf-)V- 1 H- 
5 6 Omgh (E) -2- (4-^nn7x 
-;i/) tf^i^n >sioo. 3mg^ mMM 2 1 4 - j o^ttWS CRJS L 

v ^v>t»j2 1 6- " j vimizmcxTJii'iJVjmtoMu m&4t&&6 4 

MS (ESI) m/z 327 MH~ 
[0 3 9 2] 

mmm 2 5 1 - j 

■mum 1 0 2 - g O^&Km CT> 3- [ (E) -2- (4-^nn7x^V) 
-lf-;V] -4-^ h^v- 1 H-'f > f V - 5 - * iV** >1 1 #t 7 5 > 
^<b> ^Jfcfll 252-j~256-j <Dtt&m*'&tio 

[0 3 9 3] 
^ife^ll 2 5 2 - j 

3- r (E) -2- (4-»na7x^) =j£=Jk] 
4 v W-)V - 5 - H A"$>m r (1 S) 



mSE#2 003-3051300 



!$mZJ) 03-000153 



^-v*. 257/ 



[ft 3 3 6] 




MS (ESI) m/z 415 MH+ 
[0 3 9 4] 

mm 2 5 3 - j 

3- r (E) -2- (4-^na7x^;V) 
Mt3 3 7] 




MS (ESI) m/z 369 MH+ 
[0 3 9 5] 

mmm 2 5 4 - j 

3- r (E) -2- (4-»DQ7x^JV) 



H K3 3 3] 




MS (ESI) m/z 409 MH+ 



fcBSE# 2003-3051300 
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^- v* : 258/ 



[0 3 9 6] 

mnm2 5 5 - j 

_3- r (E) -2- (4-»nn7x^) -kT~;H, -4-* h^ry- 1 H- 

r/yy-;i/-5-^^>i r (is) - 2-bKa^>-i-7x^;>x 
— T ^ K 

lit 3 3 9 ] 



MS (ESI) m/z 449 MH+ 
[0 3 9 7] 

mmm2 5 6 - j 

3 - r (E) - 2 - ( 4-^nD7x-;v) -tf~jl/l -4-* h^->- 1 H- 
*Y 5 -Jj)V#>m r (IS) - 1 -ft;w^e^;VJ.^-;H — T ^ 

Ji 

Mb 3 4 0] 



MS (ESI) m/z 400 MH+ 
[0 3 9 8] 

mmm 257-j 

3- r (E) -2- (4-T5 77^~;i/) -fcf-JH -4-* V*zs-1 H — 

^ > 5 -ft /MOBg 





ffiSE#2 003-3051300 




259/ 



WkM9 9- j -Ct#^tL^3 1- h i; *■/!/- 1 H--f 
^r;-;v-5-*;v^hv^i8 0mg^ gSygflO 1 3 S^hflfz |4- 

[ (E) -2- (4, 4, 5, 5, -ff7^f;V- [1, 3, 2] v^^^jJ? 
n9>-2->f;i/) -tf~;v] -yjc^/uf -*;wt^ >|j tert-W 
^r;H8 5. 5mg^ ^»2 1 4- j (OM^ML, ^V^H 
JSM 2 1 6 — j O^K^CTT^* Vto^jlf-f & i £ tc £ nmttk&yoS 0 
m g t LT#£ 0 

iH-NMR (400 MHz, CD3OD). 5 4.03 (3H, s), 6.72 (2H, d, J = 8.6 Hz), 7.1 
9 (1H, d, J = 8.6 Hz), 7.36 (2H, d, J = 8.6 Hz), 7.41 (1H, d, J = 16.6 H 
z), 7.46 (1H, d, J = 16.6 Hz), 7.73 (1H, d, J = 8.6 Hz). 
MS (ESI) m/z 308 MH _ 

[0 3 9 9] 
mMM2 5 8- j 

mmmi 0 3- [ (E) -2- (4-7^7x-;v) 

Hifefll 259-j~263-j <r>ik-&m*%tzo 

[0 4 0 0] 

m.mm2 5 9 - j 

3- r (E) -2- (4-T$yy^-)U) -4-^ hdr->- 1 H- 

d y rv- )v -5-n )±m >n LU_sl^j 



fflliE# 2003-3051300 




2003-000153 



^-vl 260/ 



[fl:3 4 2] 




H 
N 



MS (ESI) m/z 395 MH+ 

[0 4 0 1] 
H«U2 6 0-j 

s- r (e) -2- (4-7^;7x^) -e^;vi -4-;* F^y-1H- . 

Ht3 4 3] 



MS (ESI) m/z 349 MH+ 
[0 4 0 2] 

%nm 2 6 1 - j 

3- r (E) -2- (4-7^7x^;V) -tf~;H 
[fll3_4_4j 




H 




MS (ESI) m/z 389 MH+ 



mSE# 2003-3051300 



#12 003-000153 



^.--J : 261/ 



mrnm 2 6 2 - j 

3- r (E) -2- (4-7$;7x^ -g-lH -4-^f^y-1H- 
[<fc3 4 5] 



MS (ESI) m/z 429. 5 MH+ 

[0 4 0 3] 
mm 2 6 3 - j 

3- f (E) -2- (4-T5. y-7jL-)V) - tf~;H -4-^ f^y-lH- 
^>r/-^-5-^?;vr/i r (is) - l -ft;w^^;v^?-;i/l -ts 

Mfc3 4 6] 



MS (ESI) m/z 380 MH+ 
[0 4 0 4] 

mmm 2 6 4 - j 

3- r (E) -2- (2-7;^D7x^V) -tf~;H -4-^ h^>-1 H 



H 




H 




tBSE# 2003-3051300 




^-v: 262/ 



$£»J9 9- j -Vftbtlfz 3 -yu^- 4 h+y-l-hVf^-lH- 

-<>'^y-;v-5-*;v^-hu;v2 o Smg^llf^i 3.9-e#?>^/c2 - [ 

(E) -2- (2-7Wn7x-;v) -4, 4, 5, 5, -f >7 

[1, 3, 2] '7t^t #n 7 > 1 7 7 m g 2 1 4 - j O^S 

izm am u ^v^-e^i»!i 3 4 - b Km^mm-tz mie^t; 3 

1 m g **I^ 0 H B t LT#fc 0 

iH-NMR (400 MHz, CDCI3) S 4.35 (3H, s), 7.44 (1H, d, J = 8.8 Hz), 7.0 
5-7.29 (3H, m), 7.19 (1H, d, J = 8.8 Hz), 7.60-7.65 (1H, m), 7.65 (1H, d 
, J = 16.6 Hz), 7.78 (1H, d, J = 16.6 Hz). 
[0 4 0 5] 

mmm2 6 5- j 

3- r (E) -2- (2-7)V*uyx.-)V) 
Ut3 4 8] 



H 




mmm2 1 6 - j vumKmc 3 - [ (e) -2- (2-7;i/tn7x^ 

) -tf-;i/| -4-* b^fy-lH-f >r/-;i/-5-*;i/^>U;i/3 1 m 
iH-NMR (400 MHz, CD3OD) S 4.03 (3H, s), 7.12-7.17 (1H, m), 7.20-7.24 

ffiiE# 2003-3051300 



M2 003-000153 



^-v! 263/ 



(1H, m), 7.28-7.34 (1H, m), 7.29 (1H, d, J = 8.8 Hz), 7.70-7.75 (1H, m), 

7.73 (1H, d, J = 15.6 Hz), 7.77 (1H, d, J = 15.6 Hz), 7.88 (1H, d, J = 

8.8 Hz). 
[0 4 0 6] 

mnm 2 6 6 - j 

mMmi 0 2-g0^lc^CT> 3- [ (E) -2 - (2-7Wn7x-;v 

mmm2 67-j~27i-j <r>tt&m*%tz 0 

[0 4 0 7] 

mm\2 6 7- j 

3- r (E) -2- C2--7;i/^-n-7^^.jV) -fcf.=.;H 

- ^ > y V- ;v- 5 - * >M r (1$) -l- ^Fn^y>f;v-?-^ 

^■^•yPbfjl/l — K 
[<ffc3 4 9 ] 



MS (ESI) m/z 398 MH+ 

[0 4 0 8] 
^M^!l2 6 8-j 

3- r (E) -2- (2-7Mn7 -tf~;H - 4 ^y-lH 

[ft 3 5 0] 




H 
N 




H 
N 



MS (ESI) m/z 352 MH+ 



ffifE#2 003-3051300 



1 



2003-000153 



^-v 5 I 264/ 



10 4 0 9] 

H«!I2 6 9- j 

3- f (E) -2- (2-7;Vtn7x^) -fcf~;H 

jitz 5 n 



MS (ESI) m/z 392 MH+ 

[0 4 10] 
H»J2 7 0-j 

3- T (E) -2- (2 -y )V*uy -e~;H 
-^^r/-ji/-5-^?;^/i f (IS) -2-t:Kn^y-i-7x-;v 

[lfc3 5 2] 



MS (ESI) m/z 432 MH+ 
[0 4 11] 

mmm2 i i - j 

3- r (E) -2- (2-7;VtP7x^) -fcf~;H -4-^ h^v- 1 H 
-4 y? 5 nAik^lZM f (IS) - l -fl;W?^;ioi^;l/l — T 



H 




H 




ffifiE# 2003-3051300 



#J|2 003-000153 



: 265/ 



[it 3 5 3] 




MS (ESI) m/z 383 MH+ 
[0 4 12] 

mmw 2 7 2-] 

Ht3 5 4] 



>^H. 7 g «rHJfeM 2 1 5 - j t mm%7j&r~&m U ffiS40$RgBft'&8j 1 

iH-NMR (400 MHz, DMSO-Dg) d 4.28 (3H, s), 7.14 (1H, d, J = 8.8 Hz), 7 
.44 (1H, bs), 7.60 (1H, bs), 7.80 (1H, d, J = 8.8 Hz), 8.43 (1H, s). 

[0 4 13] 
SUM 2 7 3- j 

4 1 H->f>yV"^-5-»H>i 

[4t3 5 5] 



4-* h^rv-l H--O^V-A/-5-*^#>'aft Kl 5 g&HiM2 

1 6 - j t mmzmm u miMts^* 4 . 5 g sr^ja»s t r#^ 0 

iH-NMR (400 MHz, CD3OD) d 4.31 (3H, s), 7.18 (1H, d, J = 8.8 Hz), 7.8 
4 (1H, d, J = 8.8 Hz), 8.39 (1H, s). 




o 



o 



H 




ffifiE# 2003-3051300 




2003-000153 



: 266/ 



[0 4 14] 

»tf&0l2 7 4-j 

[ft 3 5 6] 



4-* 1 H-^>r;-^-5-*;l/**>Bl2 g&J^/-;V4 0m 1 

,t«2. 2mlOl^il«Dx., 9 5"Ctl lfl#K$i#Lfco EJ&ifc** 

fco ^fc^^LTSHRft-frW 1 . 52g^ M^Ht^, 

1H-NMR (40Q MHz, CDCI3) a 1.41 (3H, t, J = 7.0 Hz), 4.26 (3H, s), 4.3 
8 (2H, q, J = 7.0 Hz), 7.12 (1H, d, J = 8.8 Hz), 7.86 (1H, d, J = 8.8 Hz 
), 8.30 (1H, s). 
[0 4 15] 

3-3- K- 4 T>^~>- 1 H-^f >yv-;v- 5 -ft;w-K>§g J^jjVJL^ 
[ft 3 5 7] 



4 - ^ K y- 1 H - > ^7 - il'- 5 - * ^^Vi xf;l/x^f;H. 3 3 
g<7)N, N-^W;VA7 5 K»«l 5m UCS^f 1 . 9 5gUSft* 
'JfAO. 8 5g£Jj[Ix.> ^&TT? 1 Nf^ 4 0 #tt*N&> Mfc 3*35*0. 8g 

— U ^ffift^tl 1 . 6 8 g £&fei&iS& U#t 




H 
N 




H 
N 



tbgE# 2003-3051300 



i|2 003-0001 



5 3 



^-v : 267/ 



iH-NMR (400 MHz, CDCI3) £ 1.43 (3H, t, J = 7.2 Hz), 4.07 (3H, s), 4.4 . 
2 (2H, q, J = 7.2 Hz), 7.24 (1H, d, J = 9.0 Hz), 7.92 (1H, d, J = 9.0 Hz 
), 10.36 (1H, bs). 
[0 4 16] 

mmm 2 7 6 - j 

3-g-K-4-n^>-i-F']^-iH-r/yy^-5-»w 



Ut3 5 8] 




o 

*Bt«9 4- i <VftmzmCX* 3 -3- K-4-* h*cis- lH-^f>rv- 
;V-5-#;V**>$£ xf;l/x^f;H. 6 8g*?>, #ffi^tJ3. 2 1 g & 

iH-NMR (400 MHz, CDCI3) 8 1.37 (3H, t, J = 7.2 Hz), 4.05 (3H, s), 4.3 
5 (2H, q, J = 7.2 Hz), 6.14 (1H, d, J = 9.0 Hz)-, 7.14-7.17 (5H, m), 7.25 
-7.30 (10H, m), 7.45 (1H, d, J = 9.0 Hz). 

[0 4 17] 

2 7 7 - j 

3- r (E) -2- (3 - 7-bf-;l/7x-Jl/) -tf~;t/| -4-^ h^v-l- 

yw-ji/- 1 h — f>r/-;v-5-^;vr/g ^±ik 

LfL3 5 91 




8 1 - g<D^m^C 3 — 3 — K— 4 - ^ b^v-1- h 
1 H-'f 5 - xf;Vxxr;V5 6 0mgi: N 3-T^b 



ffiSE# 2003-3051300 



#M2 003-000153 



^-v 5 : 268/ 



1H-NMR (400 MHz, CDCI3) 5 1.38 (3H, t, J = 7.5 Hz), 2.63 (3H, s), 4.0 
5 (3H, s), 4.37 (2H, q, J = 7.5 Hz), 6.14 (1H, d, J = 8.8 Hz), 7.17-7.25 

(6H, m), 7.25-7.32 (9H, m), 7.45 (1H, d, J = 8.8 Hz), 7.45 (1H, t, J = 
7.7 Hz), 7.53 (1H, d, J = 16.3 Hz), 7.69 (1H, d, J = 16.3 Hz), 7.74 (1H, 

d, J = 7.7 Hz), 7.84 (1H, d, J = 7.7 Hz), 8.08 (1H, bs). 

[0 4 18] 

mmm 2 7 8 - j 

3- r (E) -2- (3-7W7x^;V) -tf~;H -4-^1-^v-lH 

-/fyyy-;i/-5-^;vr/i j^wr^-r^ 

[iL3 6 0 1 



3- [ (E) -2- (3 - 7^f^7x-;i/) - 4 

- h 'Jf ;V- 1 H-^f >^V*-;V- 5 -U^^^W. ^)Vx.^t-)V 1 5 Omg 
34-bh mW^^^mrfh <T t K H V) , Hlf24t^t> 70mg^i 

1H-NMR (400 MHz, CDCI3) S 1.44 (3H, t, J = 7.5 Hz), 2.65 (3H, s), 4.0 

5 (3H, s), 4.43 (2H, q, J = 7.5 Hz), 7.23 (1H, d, J = 8.6 Hz), 7.49 (1H, 
t, J = 7.7 Hz), 7.71 (1H, d, J = 16.8 Hz), 7.74 (1H, d; J = 16.8 Hz), 7 

.80 (1H, bd, J = 7.7 Hz), 7.89 (1H, bd, J = 7.7 Hz), 7.91 (1H, d, J = 8. 

6 Hz), 8.16 (1H, bs). 
[0 4 19] 

m^mn 2 7 9 - j 

3 - r (E) - 2 - (3-T-b^;^-7ac^;V) rzjf^Jk] -4-^1>^v-lH 



H 




ffiiE# 2003-3051300 



#£2 003-000153 



I 269/ 



L£L3 6 l] 



HO 




3- [ (E) -2- (3 - 7*f;V7x-;V) -fcf~;l/] 
H — f >yV-fr- 5 -fc/M^Bfc xf;vx^r^7 0 m g 1 4 4- 
g ra&fc^^&S U mfBlt-a-tJ 6 5 m g tm&ft-Mt LXWtZo 

iH-NMR (400 MHz, DMS0-d6) £ 2.63 (3H, s), 3.96 (3H, s), 7.30 (1H, d, 
J = 8.6 Hz), 7.56 (1H, t, J = 7.7 Hz), 7.63 (1H, d, J = 16.4 Hz), 7.68 ( 
1H, d, J = 16.4 Hz), 7.73 (1H, d, J = 8.6 Hz), 7.87 (1H, bd, J = 7.7 Hz) 
, 7.93 (1H, bd, J = 7.7 Hz), 8.15 (1H, bs), 12.60-12.75 (1H, bs), 13.49 
(1H, bs). 
[0 4 2 0] 
^If 280-j 

IiWl0 2-g^:iCT, 3- [ (E) -2- ( 3 -T^)Vy 

>^<b. 28i-j~287-j oft^t*#^ 0 

[0 4 2 1] 

$kMM 2 8 1 - j 

3 — f (E) — 2 — (3 -T-b^-;v7^;i/) -if-;H -4-^b^V-lH 
- 4 y ^7- ;v- 5 - ft ji/d? >BE v_gn bf ;vy ^ K 
[lb3 6 2] 



H 




thiE# 2003-3051300 




2003-000153 



-^-v: 270/ 



MS (ESI) m/z 376 MH+ 
[0 4 2 2] 

3- r (E) - 2- (3 -T<k*JU7 j^JV) -tf~;H 
[ft 3 6 3] 



MS (ESI) m/z 416 MH+ 

[0 4 2 3] 
HJ&M2 8 3-j 

3- f (E) -2- (3 -T-fc^-^^^V) -fcT~;H ^4-^^>-lH 

-4 yvv-)v-5-fj)u^>m r (is) - i -.e kp^->^^^-2 -> 

[ft3 6 4] 



MS (ESI) m/z 422 MH+ 

[0 4 2 4] 
miMW2 8 4 - j 

3- f (E) -2- (3-7>bf;V7xx;v) - g~Jl/l -4-^f^>-lH 




H 




mtiE# 2003-3051300 




2003-000153 



^- v : 271/ 



UtS 6 5] 



<XJJ 




H 
N 

t 



MS (ESI) m/z 432 MH+ 
[0 4 2 5] 

mmm2 8 5- j 

3 — f ( E ) — 2 — (3-T^r^;V7^^;^ zJ^ik] -4-^jpy-lH 
Mk3 6 6] 



MS (ESI) m/z 483 MH+ 
[0 4 2 6] 

mm 2 8 6- j 

3 - r (E) -2- (3-7-fe»^7x^) zL^ik] -4-^h^v-lH 
-^>yy-;i/- 5-#;i/#>i£ ( l -#;w^^;v-2 - Kn^y-xf 



H 




miE# 2003-3051300 




2003-000153 



^-v! 272/ 



[4t3 6 7] 



H 




MS (ESI) m/z 423 MH+ 
[0 4 2 7] 

m&m 2 8 7 - j 

3- f (E) -2- (3-7^f;V7x^;l/) -H~;H 

-^>^/>-^-5-3»Mvife r (is) - 

m 

Kb 3 6 8] 



MS (ESI) m/z 407 MH+ 
[0 4 2 8] 

mtm 2 8 8 - j 

3- f (E) -2- (4 -r-bf-;v7^^;M — tf—jH -4-^ h^v-i- 




ffi!E#2 003-3051300 




^-v ! 273/ 



9kT&M2 7 6 - j t#/:> 3-3 - K- 4-^ h V^-fr- 1 H- 

^ V V 181-gt ra^^^-C^S U SSIBft^ 10 0mg«f 

iH-NMR (400 MHz, CDC1 3 ) 8 1.38 (3H, t, J = 7.5 Hz), 2.61 (3H, s), 4.0 
6 (3H, s), 4.38 (2H, q, J = 7.5 Hz), 6.14 (1H, d, J = 9.3 Hz), 7.18-7.25 

(6H, m), 7.25-7.32 (9H, m), 7.45 (1H, d, J = 9.3 Hz), 7.49 (1H, d, J = 
16.4 Hz), 7.60 (2H, d, J = 8.3 Hz), 7.75 (1H, d, J = 16.4 Hz), 7.84 (2H, 

d, J = 8.3 Hz). 

[0 4 2 9] 
*»«2 8 9- j 

3- f (E) -2 - (4-T4r^-;V7^~;t/) -tf-;i/) 
MK3 7 0 1 



H 




3 - [ (E) -2- (4 -T^T-^y x--)^) -feT-^] -4-^ h^-l 
- h V ffr— 1 B.-4 Z/?V*— JU— 5 -iJfr^yW. xf;i/i^r^ 1 0 Omg 

ffiiE#2 003-3051300 



ii^p 00 3- 000153 ^ ^- v I 274/ 

*mnM 3 4 - b t mm%ii&-eym u m^t^ somg tvx 

iH-NMR (400 MHz, CDC1 3 ) 8 1.45 (3H, t, J = 7.2 Hz), 2.63 (3H, s), 4.0 
7 (3H, s), 4.43 (2H, q, J = 7.2 Hz), 7.24 (1H, d, J = 9.1 Hz), 7.67 (2H, 

d, J = 8.5 Hz), 7.70 (1H, d, J = 16.2 Hz), 7.79 (1H, d, J = 16.2 Hz), 7 
.92 (1H, bd, J = 9.1 Hz), 7.99 (2H, d, J = 8.5 Hz). 

[0 4 3 0] 
^WJ2 9 0-j 

3- r (E) -2- U -T*: + )V7 -4-n ^>-lH 

- 4 > gVr 2k= 5 - a >k^i>jl 
H K3 7 11 



H 




3- [ (E) -2- (4-7W7x-;k) -tf~;V] -4-^h^rv—l 
H.-4 y^^/—)V- 5 ^;VJi^r;V5 Omg^iWl 4 4- 

iH-NMR (400 MHz, DMS0-d6) S 2.58 (3H, s), 3.96 (3H, s), 7.30 (1H, d, 
J = 8.8 Hz), 7.62 (1H, d, J = 16.4 Hz), 7.73 (1H, d, J = 16.4 Hz), 7.74 
(1H, d, J = 8.8 Hz), 7.78 (2H, d, J = 8.5 Hz), 7.97 (2H, d, J = 8.5 Hz), 

12.60-12.75 (1H, bs), 13.54 (1H, bs). 

[0 4 3 1] 
fl»!l2 9 1-j 

mnwi 0 2- g ^:$i:t, 3- [ (e) -2- (4-7W7x-^ 

>^?>, HJfefll 292-j~298-j <D4k&M*&fZo 



ttiSE# 2003-3051300 




003-000153 




? ! 275/ 



[0 4 3 2] 

mnm 292-] 

3- r (E) - 2- (4-7W7x^^) -tf-Jl/l -4-^f^r->-lH 
Hfc3 7 2] 



MS (ESI) m/z 376 MH+ 
[0 4 3 3] 

mm 2 9 3- j 

3- r (E) -2-4-T-fc^JV7;c~;i/) -fcf~;H -4-^>^'>-lH- 

^f>r/-;v-. i ;-^;i/r/i Czg ^- 2 -4 ju* ±M -ts k 

Mfc3 7 3] 



MS (ESI) m/z 416 MH+ 
[0 4 3 4] 

mmm 2 9 4 - j 

3- f CE) - 2- (4 -T-fc^V?^-^) -fcf~;H -4-^^>-lH 
->f>y>/-^-5-^^>» r (IS) 



H 




N 




H 
N 



Bfflft 2003-3051300 



#1120 03-000153 



^-v : 276/ 



[ft 3 7 4] 



H 




MS (ESI) m/z 422 MH+ 

[0 4 3 5] 
H«U2 9 5-j 

3- f (E) -2- (4-7W7i^) -tf~;i/l -4->^y-lH 
[ft3 7 5] 



H 




MS (ESI) m/z 432 MH+ 
[0 4 3 6] 

mmm2 9 6- j 

3- r (E) -2- (4-T-b^-;i/-7 J .^;v) -tf-;H -4-n^/-lH 
) -75 E 



tHfiE#2 003-3051300 




^-v: 277/ 



MS (ESI) m/z 483 MH+ 
[0 4 3 7] 

9 7 - j 

3- f (E) - 2- (4-7-bf^7x^) -gcwH -4-n^rv-lH 

;v) - T S K 
[4t3 7 7] 



H 




MS (ESI) m/z 423 MH+ 

[0 4 3 8] 
^»J2 9 8-j 

3-^ r (E) -2- (4-7-trf;V7xr:;u) -kf~;l/l 
K 



l±JliE# 2003-3051300 




^-v: 278/ 



MS (ESI) m/z 407 MH+ 
10 4 3 9] 

2 9 9 — j 

4-* r (E) -2- (tf )V) -tf~;H -1- b 

Hh3 7 91 



Tr 




S£ji#!|2 7 6 - j -e#7t, 3-3- K-4-> h Vf^V- 1 H- 

5?>i60ui £§sb£$i i8i-gfc Mfc^^-e^s u mmit&w 3 0 0 m 

iH-NMR (400 MHz, CDCI3) $ 1.38 (3H, t f J = 7.5 Hz), 4.04 (3H, s), 4.3 
8 (2H, q, J = 7.5 Hz), 6.15 (1H, d, J = 8.8 Hz), 7.17-7.23 (6H, m), 7.26 
-7.32 (9H, m), 7.17 (2H, d, J = 6.0 Hz), 7.18 (1H, d, J = 16.4 Hz), 7.46 
(1H, d, J = 8.8 Hz), 7.82 (1H, d, J = 16.4 Hz), 8.57 (2H, d, J = 6.0 Hz 
). 

[0 4 4 0] 

Mffll 3 0 0 - j . 



fflfE# 2003-3051300 




2003-000153 



• 



^ 279/ 



T^>-3- r (E) — 2 — (\£V Vy-4-4 JV) -VT-JH - 1 H- 
.^3 8 01 



4 _^ h ^->_3- [(e) -2- (try i?y-A-4)\s) -tf-;i/| -l- h 



Jfefaj 3 4 - b £ Rtft^tJSfll^ mmt^m l 5 0 m g LT# 

fco 

1H-NMR (400 MHz, DMS0-d6) d 1.36 (3H, t, J = 7.5 Hz), 3.97 (3H, s), 4 
.33 (2H, q, J = 7.5 Hz), 7.37 (1H, d, J = 8.7 Hz), 7.55 (1H, d, J = 16.4 
Hz), 7.63 (2H, d, J = 5.7 Hz), 7.74 (1H," d, J = 8.7 Hz), 7.84 (1H, d, J 
= 16.4 Hz)," 8.58 (2H, d, J = 5.7 Hz). 
[0 4 4 1] 

3 o i - j 

4-^ 3- f (KV-2- (fafi)y>-4-^V) -\£=-)V\ -1H- 

4 y trv-)V- 5 - a 2kMi>M 
Hh3 8 l] 



4-*h*->-3- [(E) -2- W*Jy-A-4fr) -1H 
— >f y?V~fr— 5 -#;VsK>'g£ xf)l/x^f^l 50mg^f F7tFn7 





mtE# 2003-3051300 




2003-000153 



5> : 280/ 



mo. 5ml fcinx-T 50tt4 B#Ptt^ Ltz 0 EU&U*W&Wt*tt U MET 
U mM^^IS'fb^-5 0 0 m g ^r@^m^- f'JfAi: <o®&m t LX 

iH-NMR (400 MHz, DMS0-d6) 5 4.01 (3H, s), 7.13 (1H, d, J = 8.7 Hz), 7 
.49 (1H, d, J = 16.4 Hz), 7.54 (1H, d, J = 8.7 Hz), 7.58 (2H, d, J = 6.3 
Hz), 7.87 (1H, d, J = 16.4 Hz), 8.56 (2H, d, J = 6.3 Hz). 
[0 4 4 21 

mm 3 o 2 - j 

mmmi 0 2-g^t:$tt, 4-^>*v-3- [(E) -2- {\ZV*J 

^?>> mmM3 03-j~309-j <Dit&m*%tto 

[0 4 4 3] 

£160113 0 3— j 

4_^ t> >^_ 3 - r (E) -2- fe')y>-4-^f^ -tf~;H - 1 H~ 
[ft3 8 2] 



MS (ESI) m/z 335 MH+ 

[0 4 4 4] 
mMffl 3 0 4 - j 

4 _^ b ^>-3- r (E) -2 - (tfiJ v?y-4--OM n^ik] -1H- 



H 




fctt!E# 2003-3051300 



2003-000153 



281/ 



[4fc3 8 3] 



OJJ 




H 
N 



MS (ESI) m/z 375 MH+ 
[0 4 4 5] 

mmm 305-j 

4-* V*y-3- r (E) -2- (^)v>-4-^;M -tf~;H -1H- . 
[ft 3 8 4] 



MS (ESI) m/z 381 MH+ 
[0 4 4 6] 

mm 3 0 6 - j 

f (E) - 2- (bfijy>-4-^f^ -fcT-)H -1H- 

[ft 3 8 5] 



H 




H 




ttiSE# 2003-3051300 



12 003-000153 ^ ^- v : 282/ 

MS (ESI) m/z 391 MH+ 

[0 4 4 7] 
H«fl3 0 7-j 

4-p?1-^v-3- T (E) -2- (e')y'/-4-^f^) -tf~;H - 1 H — 
[<k3 8 6l 



H 




MS (ESI) m/z 442 MH+ 
[0 4 4 8] 

4-^h^~>-3- r (E) -2- (g ]} v>-4 -^r;v) -tf~/n - 1 H- 
4 syy*-)V- 5 (1 -#;w^^;v- 2 -H Knjpy-xfjv 
) -T3 K 
[ft 3 8 7] 



H 




MS (ESI) m/z 382 MH+ 

[0 4 4 9] 
»j3 0 9-j 

4-^h^y-3- f (E) -2- (\£W>-4-4 )l>) -tf-;H -1H- 



tBlE#2 003-3051300 



mm 2 003-000153 ^ : 283/ 



Ut3 8 8] 

H 




MS (ESI) m/z 366 MH+ 

[0 4 5 0] 
fBtflfl.3 1 0 - j 

4-* r (K) - 2- (6-^ 1»*~>gi)S?V-3->f fr) - g~ 

;vl -l- LJI±jk= ih-^>^7-jv-5-^M>BI xf jyx^f jv 
L£L3 8 91 



mtffl 2 7 6 - j -e#7t> 3 - 3 - K- 4 > * b U 1 H- 

5 - fcf-;Vfc? y y>5 OOmg^ IR&ffll 181-gt ffi*fc£#&T?#yffi 
U ^ffi^b-a-tf 7 0 m g ^Mfe^i: Ltffeo 
1H-NMR (400 MHz, CDCI3) 8 1.38 (3H, t, J = 7.5 Hz), 3.96 (3H, s), 4.0 

3 (3H, s), 4.37 (2H, q, J = 7.5 Hz), 6.11 (1H, d, J = 8.5 Hz), 6.75 (1H, 
d, J = 8.5 Hz), 7.15-7.24 (6H, m), 7.24-7.36 (10H, m), 7.44 (1H, d, J = 
8.5 Hz), 7.52 (1H, d, J = 16.3 Hz), 7.81 (1H, dd, J = 2.2, 8.5 Hz), 8.2 

4 (1H, d, J = 2.2 Hz). 
[0 4 5 1] 

mmms 1 1- j 




tBSE# 2003-3051300 



#ffi2 003-000153 



^-v: 284/ 



y*z/-3- r (E) -2- (6-^ J^>fc°'J^>-3-^;i/) 
_ HK3 9 Q] 



4 _pt h^~>- 3 — [ (E) -2- (6-^^ye'jy>-3-^;v) -tr 
-1- h V f^- 1 H-'f vr/-^- 5 - if^^rJl' 
7 0 m g SrHMM 34-bt |W|^^yj^-e^S U #ffift^ 3 5 m g £«L^ 

1H-NMR (400 MHz, CD3OD) S 1.42 (3H, t, J = 7.5 Hz), 3.94 (3H, s), 4.0 
1 (3H, s), 4.38 (2H, q, J = 7.5 Hz), 6.89 (1H, d, J = 9.0 Hz), 7.28 (1H, 

d, J = 8.8 Hz), 7.53 (1H, d, J = 16.6 Hz), 7.57 (1H, d, J = 16.6 Hz), 7 
.83 (1H, d, J = 8,8 Hz), 8.06 (1H, dd, J = 2.4, 9.0 Hz), 8.28 (1H, d, J 
= 2.4 Hz). 

[0 4 5 2] 

mmm3 1 2- j 

4 -^:frv-3- r (E) -2- (6-* h*z/}zVV Z/-Z-4)V) -fcf~ 

2k] - 1 h - ^ > vv- ju-R-fj )v^ym 
Uh3 9 11 



h ^,>_ 3 _ [ ( E ) -2- (6-^ Y*z/\£Vi?>-3-'[)l<) -tf 
— ;V] - 1 H-'f l/W—fr — 5 — fc/M^Bft jr. a.^x^3 5mg£> ^ 



H 




H 




aj|E# 2003-3051300 



2003-000153 



# 



: 285/ 



«!l 1 4 4 - g ^^tftt^IL, tRSB^fc^* 3 0 m g £&fe»5fc£ Lt# 



iH-NMR (400 MHz, DMS0-d6) S 3.89 (3H, s), 3.97 (3H, s), 6.89 (1H, d, 
J = 8:7 Hz), 7.28 (1H, d, J = 8.7 Hz), 7.51 (1H, d, J = 16.4 Hz), 7.54 ( 
1H, d, J = 16.4 Hz), 7.73 (1H, d, J = 8.7 Hz), 8.09 (1H, dd, J = 2.2, 8. 
7 Hz), 8.39 (1H, d, J = 2.2 Hz). 

[0 4 5 3] 

mmm 3 1 3 - j 

mtm 0 2-g<D-%mzmtx, 4-*b*->-3- c (e) -2- (6-* 

t#t7^ ^»J3 1 4 - j ~ 3 2 0 - j <ZMfc^£#£o 

[0 4 5 4] 
HifeM 3 1 4 - j 

4-*>*~>-3- f CEJ -2- ffi-^^ ->tf'}yy-3-^^ 
Hb3 9 2] 



MS (ESI) m/z 365 MH+ 

[0 4 5 5] 
3UfcflI3 1 5 - j 

4-^ j.^-s- r (E) -2 - f*->lfijy>-3->f /iO 

2k] - 1 H->f **rv-fr- 5 f7? >-2 — r;v^-f-;v) — T 



H 




/ 



ffifE# 2003-3051300 



#112 0 03-000153 



^->> I 286/ 



[it3 9 3] 




H 
N 



N 



MS (ESI) m/z 405 MH+ 

[0 4 5 6] 
$Uftfll3 1 6 - j 

a-* i^y-3- r (e) -2- (6-^ T^->t:ij^v-3-^;v) 

;vl -lH-ryy^Jl/-fi-^#>» T (IS) -l-UKP^f 
[ft3 9 4] 



MS (ESI) m/z 411 MH+ 
[0 4 5 7] 

4-* >*->-3- r (E) -2- (fi-* T^^~>eijy>-3->f^) 



H 




ffiSE# 2003-3051300 




2003-000153 




^-v : 287/ 



[ft 3 9 5] 



<XjJ 




H 
N 



MS (ESI) m/z 421 MH+ 

[0 4 5 8] 
«M3 18-j 

[ft3 9 6] 



MS (ESI) m/z 472 MH+ 

[0 4 5 9] 
mm 3 1 9 - j 

r (E) -2- (6-* h*i/WJV-3-<{ )V) 

;vl - l H - 4 > w-fr- fi - ft )±M^M LL=& 2kzl^C ;v- 2 - n Fn 




mtiE# 2003-3051300 




2003-000153 



^-v? : 288/ 



[1t3 9 7] 




H 
N 



MS (ESI) m/z 412 MH+ 
[0 4 6 0] 

%mm 3 2 o - j 

]>*v-3- r (E) -2- h*js\£W>-3-4)V) -fcf- 

;v1 - i n-4 >r7-;i/- 5 -ft;i/flr>lg f (is) - l -ft ;w^-f 
MS 3 9 8] 



MS (ESI) m/z 396 MH+ 
[0 4 6 1] 

3 2 1 - j 

3— g — K— 4— ^ h^rv-i H-^f>yv-^-f>-^;v?K-b');v 
Mb3 9 9] 



Ui&m2 mit#!l9 7- j -C#<b*L/i4-;* h^v- 1 





H 
N 



ffilE# 2003-3051300 



#ffi2 003-000153 



9 J : 



yyy^fr- 5-%jn,tf~ Y U;V2 8. 4 g HIBIH^ 5 2 . 8g 

iH-NMR (400 MHz, DMS0-D 6 ) 8 4.14 (3H, s), 7.42 (1H, d, J = 8.6 Hz), 7 
.56 (1H, d, J = 8.6 Hz), 13.96 (1H, s). 
[0 4 6 2] 

JBft«3 2 2-j 

c. _ g _ k-4 - ^ fjp'>-i->')f;v-i H-^>yv-/i/-5-»^ 

b !iJk 
[ft 4 o o] 



4- i (7)Mi^CT> 3-3 - K-4-J* > ^v- 1 H--f >fV 
-;V-5-*;V*-b'J^5 2. 8g*^ SIBft^»10 4. 5g«:IMig 

IH-NMR (400 MHz, CDCI3) 5 4.31 (3H, s), 6.13 (1H, d, J = 9.0 Hz), 7.0 
0 (1H, d, J = 9.0 Hz), 7.10-7.18 (5H, m), 7.22-7.37 (10H, m). 

[0 4 6 3] 
SK&01 3 2 3 - j 

3-tf~;u-4 h**s — l— b !ij£2k= 1 H — ^ B 

bJLik 
[ft 4 0 1] 



3 — a — F— 4— ^ >*~>-i- bu^;v- 1 H--f vr/-;v-5-*M 

- h V )V\ . 0 2 g *m&m 1 2 3 - k OM«L, «fBft£^ 7 0 0 m g 
iH-NMR (400 MHz, CDCI3) d 4.27 (3H, s), 5.35 (1H, d, J = 2.0, 11.0 Hz), 





mtE# 2003-30513 



#112.0 03-000153 




: 290/ 



6.05 (1H, d, J = 8.7 Hz), 6.08 (1H, dd, J = 2.0, 17.9 Hz), 6.96 (1H, d, 

J = 8.7 Hz), 7.12-7.18 (6H, m), 7.14 (1H, d, J = 11.0, 17.9 Hz), 7.25-7 

.34 (9H, m). 
[0 4 6 4] 

§£jt#)|3 2 4 - j 

LtH4 0 21 



h i;;V3 0 Omg 3 -yn^eu v> 1 8.0ult> ';if;v75 > lm 
l-7*b^'J;V5ml ^I^ilt^iS U f'j-p-h'J;^7^4 
Omg> «A'7y->A (II) 2 7mg^Ilx.ll0t:t2 4MniUc o 

Rjfcft k v y * ^mx.ms.rmm^i: u # <b jut^aE* * ? A * n ^ > 

^57^- > : @^m^^;i^= 7 13) TifMU IRfSft^ 1 2 0 m g 

iH-NMR (400 MHz, CDCI3) S 4.35 (3H, s), 6.10 (1H, d, J = 9.0 Hz), 7.0 
0 (1H, d, J = 9.0 Hz), 7.16-7.22 (6H, m), 7.26-7.34 (10H, m), 7.41 (1H, 
d, J = 16.1 Hz), 7.60 (1H, d, J = 16.1 Hz), 7.83 (1H, dt, J = 2.2, 8.3 H 
z), 8.50 (1H, dd, J = 2.2, 5.3 Hz), 8.72 (1H, d, J = 2.2 Hz). 
[0 4 6 5] 

mmn 3 2 5 - j 

4-^1.^^-3- [ (E) -2- (H°i)^>-3-^jM -lf~;H -1H- 




mum 2 003-3051300 




: 291/ 



4 _^ h ^_3_ [ ( E ) -2- (ei;y>-3->f AO -1- 
^ i; =f. )V - y trv—fr- 5 - # b y ;v 1 2 0 m g £^&fe#H 3 4- 

b i: P^&^&T^S U 7 6 m g S:*H&»* ^ LT#*r 0 

1H-NMR (400 MHz, DMS0-d 6 ) $ 4-24 (3H, s), 7.40 (1H, d, J = 8.5 Hz), 7 
.45 (1H, dd, J = 4.8, 8.2 Hz), 7.57 (1H, d, J = 8.5 Hz), 7.59 (1H, d, J 
= 16.6 Hz), 7.66 (1H, d, J = 16.6 Hz), 8.14' (1H, dt, J = 1.9, 8.2 Hz), 8 
.51 (1H, dd, J = 1.9, 4.8 Hz), 8.84 (1H, d, J = 1.9 Hz), 13.77 (1H, bs). 
[0 4 6 6] 

mmm 3 2 6 — j 

MhA 0 41 



H 




4 - j h ^, > _ 3 _ [ (e) — 2 — (ey *j>-3-4fr) -tr-;v] - ih 
— T > 5 ^'J;^70mg^^ ^ife^i 2 4 3 - j t 

&t-t y 3jn7K5W$?u suB-ffc^ 4 2 m g l-c#£ 0 

iH-NMR (400 MHz, DMS0-d6) 8 3.97 (3H, s), 7.32 (1H, d, J = 8.6 Hz), 7 
.44 (1H, dd, J = 4.5, 7.7 Hz), 7.59 (1H, d, J = 16.4 Hz), 7.70 (1H, d, J 
= 16.4 Hz), 7.75 (1H, d, J = 8.6 Hz), 8.12 (1H, dt, J = 1.8, 7.7 Hz), 8 

ffi|E# 2003-3051300 



mm 2003-00 0153 v.: 292/ 

# • 

.50 (1H, dd, J = 1.8, 4.5 Hz), 8.72 (1H, d, J = 1.8 Hz), 13.53 (1H, bs). 
[0 4 6 7] 

mmm3 2 7- j 

nnwi 0 2 - g <D-%m^m d-c, 4-*b*->-3- c (e) -2- cev^ 

y-3 -^;i/) -tf~;i/| -iH->f>r/-^-5-*Mvtfc4H7 5 v 

frh, m&M3 28-j~334-j <F>iK&m*%tZo 
[0 4 6 8] 

m$m 3 2 8 - j 

4-^ h^rV-3- r (E) - 2- (\£yyy-?>-j )V) -tf~;H - 1 H- 

4 y*rv-)V- 5 ziAik^>M (7 7> - 2 ^Q^jfJk) — t ^ K 

[lt4 0 5] 



H 




MS (ESI) m/z 375 MH+ 
[0 4 6 9] 

mmm 3 2 9 - j 

4-* h^rv-3- [ (E) -2- (lfuy>-3->f^ -tf~;H -1H- 
[lfc4 0 6] 



H 




{15fE# 2003-3051300 



#M 2 0 0 3- 0 0 0 1 5 3 ^- v : 293/ 

# • 

MS (ESI) m/z 379 MH+ 

[0 4 7 0] 
H»lJ3 3 0-j 

4-^f^y-3- T (K) -2- (fef^y>-3->f ;V) - tf~;i/l -1H- 
^>^/-;i/-5-^;^>^ (2-7>bf;i/7^-xf;v) — 7 ^ K 
[ft4 0 7] 



H 




MS (ESI) m/z 380 MH+ 
[0 4 7 1] 

mmm 3 3 1 - j 

4-^1>*->-3- r (E) -2- (tfiJy^-3-^;v) -*f~;H - 1 H- 
^ > £Vnikz: 5 - ft Jl/#>BB r (IS) - l-^KPiry^ 2 - * 

;i/-^°ntf;vl -7 5 K 
Hfc4 0 8] 



H 




MS (ESI) m/z 381 MH+ 

[0 4 7 2] 
mm 3 3 2 - j 

4-* h*v-3- r (E) -2- (\sw>-3-4)\s) - 1 H- 

4 yyy*-)V-s-ij)V^ym r (is) -2-HKn^>-i-7x^v- 
— 7 $ K 

ttJiE^2 003-3051300 



003-000153 



^-vt 294/ 



[4fc4 0 9] 




H 
N 



MS (ESI) m/z 415 MH+ 

[0 4 7 3] 
^W!l3 3 3 -j 

4-^f^rv-3- r (e) -2- (\£^vy-?,-4 )v) -. ih- 

MU'io] 



MS (ESI) m/z 391 MH+ 
[0 4 7 4] 

mmm3 3 4- j 

4-^b^v-3- r (E) -2- (fcf')y>-3-^;M -lf~JH - 1 H- 
[flS4 1 1] 





MS (ESI) m/z 335 MH+ 



l±JiE# 2003-3051300 




003-000153 



^— ^ : 295/ 



{0 4 7 5] 

$mW3.3 5- j 

4-^h*->-3- r (E) -2- (**7x.Z/-2-J)V) -\£-)W\ -1H 

-A > ^/-;v- 5 - ft h !i 2k 
. Lt Hi 1 21 



2-tr-;v^-^ , 7i>i:^at^!l3 2 2 - j -e#^>tL/i3 -3- F-4 b3r 
•>-i- f Uf 1 H-'f >^7-^ - 5 - h 'J ;P 5 0 0mg^$i 

m i o o - g mfcu^Rjcs-r* - £ k * «j > an^ta* nomg 

iH-NMR (400 MHz, DMS0-d 6 ) 8 4.21 (3H, s), 7.11 (1H, dd, J = 3.7, 5.3 
Hz), 7.27 (1H, d, J = 16.3 Hz), 7.34 (1H, bd, J = 3.7 Hz), 7.38 (1H, d, 

J = 8.5 Hz), 7.54 (1H, bd, J = 5.3 Hz), 7.55 (1H, d, J = 8.5 Hz), 7.72 
(1H, d, J = 16.3 Hz): 

[0 4 7 6] 
nnW3 3 6-.j . 

4->f^>-3- r (E) -2- 2 -4 fr) -tf~;H -1H 

-4 yyv*-)i<- 5 
UY A 1 3] 



4-*h*->-3- [ (E) -2- (ft7xV-2-'f;i') -If-*] -1 
H — f 5-#/M*- h V/H l 0mg^iW2 4 3 - j £:R|»fc 



H 




H 




ffiliE# 2003-3051300 




0 03-000153 



s<-Pl 296/ 



1H-NMR (400 MHz, DMS0-d6) d 3.94 (3H, s), 7.11 (1H, dd, J = 3.6, 5.1 
Hz), 7.31 (1H, d, J = 5.1 Hz), 7.32 (1H, d, J = 8.6 Hz), 7.35 (1H, d, J 
= 16.1 Hz), 7.52 (1H, bd, J = 3.6 Hz), 7.72 (1H, d, J = 16.1 Hz), 7.75 ( 
1H, d, J = 8.6 Hz). 

[0 4 7 7] 

mmm3 37-j 

mmmi 0 2- g (D^m^mzx, 4-* >*->-3- [ (e) -2- i?-*? 
yfrh, mmmz 3 8 - j ~ 3 4 2 - j <Dik&yozntz 0 

[0 4 7 8] 

mmm3 3 8- j 

l^>-3- r (E) -2- (?-*7^y-2-J )V) -tf~/H -1H 
Mt4 1 4] 



MS (ESI) m/z 340 MH+ 
[0 4 7 9] 

%im\3 3 9-j 

4 i^>-3- r (e) -2- (^-^>r.x^- 2 zlM - 1 h 

->fvr/>-n/-5-j!>^r/ife (y^y-2 zlZ-sJi 
Mb 4 1 5] 





ffiiE# 2003-3051300 




2 003-000153 



297/ 



MS (ESI) m/z 380 MH+ 
[0 4 8 0] 

*SifcflI3 4 0-j 

A-* f (K) -2- (f-*y*>- 2-4 )V) -tf~;i/l -1H 

-4 >£z£rJk^z 5-*Jl>tf>W* r (IS) 

Mt4 16] 



MS (ESI) m/z 386 MH+ 
[0 4 8 1] 

4-^h^v-3- r'(E) -2- (^-^•7^>-2-^;V) -g-'H - .1 H 

->f yyv > "-^--5-^jvd?^a? r (is) -2-hkp^-i-7x^ 

— T ^ F 
Hfc4 17] 



MS (ESI) m/z 420 MH+ 
[0 4 8 2] 

mmm3 4 2 - j 

4-^]>*y-3- f (E) -2- (±±7 ^^-2-^;i/) z^^ik] -1H 





miiE# 2003-3051300 




003-000153 



^-v>: 298/ 



[itA 1 8] 



(XXX 




MS (ESI) m/z 396 MH+ 

[0 4 8 3] 
Hifeffl 3 4 3 - j 

4-^V^y-3- f (E) — 2 — - 1 H- 

> 5 - ft )±M^z h U 2k 

[iH4 1 91 



HMfU 1 0 0 - g fcfl&v\ 2 -lf-;VlfV ^> £$!Bt#!l3 2 2 - j X^btifz 

3 - a- K-4-^ h^v-i- l- i h — f ;v- 5 

.>';^5 0 0mg*f>, ^Ifijb^tJ 1 1 0 m g fcit-fe^i: LT^o 

1H-NMR (400 MHz, DMS0-d6) S 4.23 (3H, s), 7.30 (1H, ddd, J = 1.1, 4.6 
, 7.6 Hz), 7.41 (1H, d, J = 8.8 Hz), 7.57 (1H, d, J = 8.8 Hz), 7.61 (1H, 

d, J = 7.6 Hz), 7.62 (1H, d, J = 16.0 Hz), 7.82 (1H, dt, J = 1.8, 7.6 H 
z), 8.05 (1H, d, J = 16.0 Hz), 8.64 (1H, ddd, J = 1.1, 1.8, 4.6 Hz), 13. 
73-13.85 (1H, bs). 

[0 4 8 4] 

mmm 3 4 4 - j 

4-^ f^>-3- f (E) — 2 — (tfij i?>-2-4)V) -fcf~;l/l - 1 H- 

y( -yAf V— )V— 5 --tDVtf^W 




mum 2003-3051300 




^-v: 299/ 



4-*h*->-3- [ (e) -2 - ;v) -tr~;v] - 1 h 

->f >^/-^-5-*^ h V/H" 1 Omg^ %mM2 4 3 - j fclHifc 

1H-NMR (400 MHz, DMS0-d6) S 3.95 (3H, s), 7.27 (1H, dd, J = 5.0, 7.7 
Hz), 7.30 (1H, d, J = 8.5 Hz), 7.56 (1H, d, J = 7.7 Hz), 7.58 (1H, d, J 
= 16.1 Hz), 7.73 (1H, d, J = 8.5 Hz), 7.79 (1H, dt, J = 1.7, 7.7 Hz), 8. 
06 (1H, d, J = 16.1 Hz), 8.61 (1H, bd, J = 5.0 Hz), '13.53 (1H, bs). 
[0 4 8 5] 

mmm 3 4 5 - j 

3- r (E) -2- (4-y )varu-7 -if~;i/1 -4-tKn^ri/-i 
[11:4 2 1] 

H 




F 



mikm2 7 4 - j X^bfrfz, 3-3- K-4 K*'>- 1~Y 1 
H-^>^V-;v-5-*^#>M xf;vx^r;i/5. 05gOl, 
h^^/x^>7 0ml ^fc (E) -2- (4-7Wn7x-^) if— 
n>Il. 5 7 g, j^m7X#^-hV^A2. 16g034ml*i^ f ff^ 
^ (l>';7xx;i/^^7^) /n'^v^A (0) 4 9 6. 9 m g &JUM#dJD;^ M 



tBSE# 2003-3051300 



^003-000153 ^-v 

srswstfi i o Dt? 2 l^tt^t^o M^it^tu s&fn^br 

5 m 1 U 7Xi^T-e=^b* 1 M^b^ V ymWL 2 1. '5ml^ 

—cmskfrm U W&lt&Vl 608mg£:*l/> vfeMU tu 

1H-NMR (400 MHz, DMS0-D 6 ) S 1.37 (3H, t, J = 6.8 Hz), 4.40 (2H, q, J 

= 6.8 Hz), 7.04 (1H, d, J = 8.8 Hz), 7.25 (2H, t, J = 8.8 Hz), 7.58 (1H, 

d, J = 16.8 Hz), 7.64 (1H, d, J = 16.8 Hz), 7.64-7.72 (3H, m), 12.21 (1 
H, s), 13.47 (1H, s). 

[0 4 8 6] 
«jtM3 4 6-j 

3- r (E) -2- (4-7^tP7x^) -tf~;H -4-^Kn^v-l 
TS-st>r*S-)V-l. 5 1-t e r t-^JK^T-^ 5 

[ft 4 2 2] 



Boc 




F 



3- [ (E) -2- (4-7WD7x^V) - tf— ;V] -4-tFn^y-l 



tBSE# 2003-3051300 




003-000 153 



: 301/ 



77>15mliIC^-tert-W ^*-^-h 2 5 7. 5mg> 
4- (^f;vr^/) bfV^V-4 1. 5mg^Sn£T. -7X?%T-C1B#F^ 1 5^ 

IB^tJ 4 3 1 . 2 m g £&t-feii£ H 1i £: LT#£ 0 

iH-NMR (400 MHz, CDC1 3 ) 8 1.45. (3H, t, J = 7.2 Hz), 1.74 (9H, s), 4.4 
6 (2H, q, J = 7.2 Hz), 7.05-7.11 (2H, m), 7.58-7.64 (2H, m), 7.61 (1H, d 
, J = 9.0 Hz), 7.65 (1H, d, J = 16.2 Hz), 7.87 (1H, d, J = 16.2 Hz), 7.9 
4 (1H, d, J = 9.0 Hz), 12.15 (1H, s). 

[0 4 8 7]- 
$SB£#!J3 4 7-j 

3- r (E) -2- (4 -7 )VjrW7 -tf~;v1 -4- f 2 - (f 1>7 

^Kntf7>-2-^f;vt^y) -x^yl -iH->f>y'/-;v-L 5- 
V7J )±&>M 1 - t e r t -f+fr^Affr 5 -a^;i/j^-f )V 
Hh4 2 3] 



H-^f 1, 5 -v?*;^^ l-tert-yf^r^ 5 

-j.f-;l/jc^7 : -;V2 0 OrngM, N-v?^f ;Wt;H75 Kl 3 m 1 : &1&K 2 
- (2--/n^ai -rh7HFnii7>l 9 6. 5mg, 

3 0 6. 3mg^Dit, 1 B#Fal 3 0 ^M?m"C^#^> 5 0 1 7 B#F*1ii#L 
> 2 - (2 -yn«tjc h^r->) -ff7tFnt°7>l 96. 5mg> ^f-bv 
^A 3 0 6. 3mg£flD;tT3B#F^S^*£U 2 B# 55 5 0 VX*ffiW&, 2- 




Boc 
N 



F 



3- [ (E) -2- (4-7Wn7i-;V) -tf~;l/l -4-£Kn*v-l 



tB§E# 2003-3051300 
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^-v : 302/ 



(2 -rn^e-x h^rv) -rh7t: Kdh°7>5 5 4mg=&iPx.T> £tc 5 0 *C 

iH-NMR (400 MHz, CDCI3) 5 1.36-1.79 (6H, m), 1.44 (3H, t, J = 7.2 Hz) 
, 1.75 (9H, s), 3.40-3.56 (1H, m), 3.74-3.84 (1H, m), 3.85-3.94 (1H, m), 

4.09-4.16 (1H, m), 4.28-4.47 (2H, m), 4.43 (2H, q, J = 7.2 Hz), 4.57-4. 
61 (1H, m), 7.02-7.10 (2H, m), 7.60-7.66 (2H, m), 7.70 (1H, d, J = 16.4 
Hz), 7.81 (1H, d, J = 16.4 Hz), 7-86 (1H, d, J = 8.8 Hz), 7.99 (1H, d, J 

= 8. 8 Hz) . 

[0 4 8 8] 

m&m 3 4 8 - j 

3- T (E) -2- (4-7;Vtn7x^V) -tf~;H -4- 

yxfipy). - lH->f>r/-;V-l. R -VU frtf>Wt l-tert-7" 

Mb 4 2 4] 



3- [ (E) -2- (4-7Wa7x-;V) -tf-;l/] -4- [2- (f f7 

n Kn vf^>- 2 -j^h^v] -lH-^f>r/-;v-l, 5- 

l-tert-7*f^r^ 5-xf^xXf;H47mg 
©Tf7tKa77>l. 5m 1 »:2t£Ml. 5ml£Jnx.T, £i&T 




Boc 
N 



ffitE# 2003-3051300 
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^-v : 303/ 



1)87. lmg*iW;Vi:Lt#f:o 

1H-NMR (400 MHz, CDCI3) S 1.43 (3H f t, J = 6.8 Hz), 1.75 (9H, s), 3.4 



6.8 Hz), 7.05-7.12 (2H, m), 7.57 (1H, d, J = 16.4 Hz), 7.57-7.63 (2H, m) 
, 7.80 (1H, d, J = 16.2 Hz), 7.93 (1H, d, j - 8.8 Hz), 8.08 (1H, d, J = 
8. 8 Hz) . 

[0 4 8 91 
%MM 3 4 9 - j 

3- f (E) -2- (4-7HP7x^) -g~/H -4- (2-t:Kn» 
[ft 4 2 5] 



3- [ (E) -2- (4-7Wn7x-;i/) -4- 
yx^y) -1H — 5-S>#rt"F>Bfe l-tert-T 1 
f;vx^r^ 5-xf;vx^f;i/8 7. 1 m g fcHJfefll 3 4 - b £ ffl&tfc~ft& 
-C$m~t'2> Z t K X 0 > IRffift^ 3 1. 3 m g frft&tfltttt LXi^c 

iH-NMR (400 MHz, CDCI3) S 1.42 (3H, t, J = 6.8 Hz), 3.99 (2H, t, J = 
4.0 Hz), 4.29 (2H, t, J = 4.0 Hz), 4.41 (2H, q, J = 6.8 Hz), 7.01-7.10 ( 
2H, m), 7.22 (1H, d, J = 8.8 Hz), 7.48-7.58 (2H, m), 7.53 (1H, d, J = 16 
.4 Hz), 7.60 (1H, d, J = 16.4 Hz), 7.91 (1H, d, J = 8.8 Hz). 
MS (ESI) m/z 371 MH+ 
[0 4 9 0] 

mm 3 5 0 - j 



2-3.45 (1H, m), 3.96-4.00 (2H, m), 4.24-4.26 (2H, m), 4.43 (2H, q, J = 




H 

N 



F 



ttiiE# 2003-3051300 




003-000153 



5>I 304/ 



3- r (E) - 2- (4-7;i/in7x^v) -e~;H -4- 
[4fc4 2 6] 



H 




F 



3- [ (E) -2- (4-7Wn7x-;v) -fcf~;l/| -4- 

vjch^v) - lH-"f >$'V-/l'-5-J&/l'#Vfl* xf;i/X7f;V3 1. 3 

mg*2 1 6- j Izmttt&'VlmTteM't&Z.tte* *), mmit&®2 5mg 

& Lx&tzo 

iH-NMR" (400 MHz, CD 3 0D) 5 3.98 (2H, t, J = 4.4 Hz), 4.25 (2H, t, J = 
4.4 Hz), 7.06-7.14 (2H, m), 7.28 (1H, d, J = 8.8 Hz), 7.54 (1H, d, J = 1 
6.6 Hz), 7.68-7.74 ( 2H, m ), 7.86 (1H, d, J = 16.6 Hz), 7.89 (1H, d, J 
= 8. 8 Hz) . 

MS (ESI) m/z 341 MH~ 

[0 4 9 1] 
HifefllJ 3 5 1 - j 

nnWl 0 2-g^i£i:$.i:T, 3- [ (E) -2- (4-7^n7x^V 
) -tf-;V] -4- - 1 H ->f V 5 - * 

>U*KVgfefc#ffiy 5 >^?>. Hit#!J3 52-j~356-j tf>4fr£«r&#fc6' 

[0 4 9 2] 
^JfeM3 5 2 - j 

3- r (E) -2- (4 -■7^/^-P7 zz}L=Jkl -4- f2-HKn^r 
kxj±k) - iH-r/r/-;v-5-^;^>» r (is) -1-nKn 
^r'>^^;v-2-^^-;i^-7 g ntf;v1 — t 5 K 



miiE# 2003-3051300 



#&2 003-0001 53 



^-v! 305/ 



lit* 2 7] 




MS. (ESI) m/z 428 MH+ 

[0 4 9 31 
mm 3 5 3 - j 

3- r (E) -2- (4-7^n7x^^) -fcf~JVl 



4 - (2 -K KP3r 



jl b i^r v) - 1 H - 4 y V V- )V- 5 - ft )±3£>M %L * U \£)VT < K 
[ft4 2 8] 




MS (ESI) m/z 382 MH+ 

[0 4 9 4] 
H»J3 5 4- j 

3- r (E) -2- (4--7;^^-P-7^-;V) -tf~;Vl -4- (2-T^PP^ 
Kb 4 2 91 




ffiffiE#2 003-3051300 




2 003-000153 



-^-v: 306/ 



iH-NMR (400 MHz, CD3OD) 8 3.82 (2H, t, J = 4.4 Hz), 4.08 (2H, t, J = 



4.4 Hz), 4.62 (2H, s), 6.35 (1H, dd, J = 0.8, 3.6 Hz), 6.38 (1H, dd, J 
= 2.0, 3.6 Hz), 7.06-7.14 (2H, m), 7.33 (1H, d, J = 8.8 Hz), 7.46 (1H, d 
d, J = 0.8, 2.0 Hz), 7.53 (1H, d, J = 16.6 Hz), 7.64-7.72 (2H, m), 7.74 
(1H, d, J = 16.6 Hz), 7.85 (1H, d, J = 8.8 Hz). 
MS (ESI) m/z 422 MH+ 

[0 4 9 5] 

m mm 355-j 

3- r (E) -2- (A-yjVXuyjL-fr) -*?-)^! -A- (2-tiKn^r 

->^ch^v) -iH-^>^/-iv-5-^wr/i r (is) 

[lt4 3 0] 



MS (ESI) m/z 462. 5 MH+ 
[0 4 9 6] 

%mm 3 5 6 - j . 

3- r (E) -2- (4-7HP7x^) zL^ikl -4- 

-iH-^yv-jv-'i-^vr/i r (i s) - i-fjw 

[ft4 3 1] 




H 
N 




H 
N 



F 



mSE# 2003-3051300 



JT^p 003-000153 ^ v 

lH-NMR (400 MHz, CD3OD) # 1.52 (3H, d, J = 6.8 Hz), 3.94-4.06 (2H, m), 
4.15-4.25 (2H, m), .4. 60-4.67 (1H, m), 7.08-7.16 (2H, m), 7.34 (1H, d, J 
= 8.8 Hz), 7.55 (1H, d,- J = 16.2 Hz), 7.66-7.74 (2H, m), 7.75 (1H, d, J 
= 16.2 Hz), 7.91 (1H, d, J = 8.8 Hz). 
MS (ESI) m/z 413 MH+ 
[0 4 9 7] 

mmm 357-j . 

3- f (E) -2- (4 - 7)]/*uy 3-~)V) -e~;H -4-bKn^ry-l 
Mfc4 3 2] 

H 




F 



4 5 - j "C#^tt^3 - [ (E) -2- (4-7;vtn7x^;v) -if 

^51. 6 m g *mmM 2 1 7 - j tdrn & - ^ lei «9 . fM&ffc 

^»6 1. 8 m g £&feffliBriI& £ Lt#/; 0 
MS (ESI) m/z 297 MH~ 

[0 4 9 8] 
ilM3 5 8-j 

%mmi 0 2-gOMt:$CT, 3- [ (E) -2- (4-7;V^n-7^^;i/ 
) -If— ;V] -4-t Kn*->- 1 H - > ^7- 5 - * i: #17 

* >^p>, mmm3 59 — j~363 — j <Dik&m*%tz 0 

[0 4 9 9] 

mmm 3 5 9 - j 

3- r (E) -2- U -7)V*U*7 -fcT-j]/| -4-HKP^P->-l 

ffiiE# 2003-3051300 



#J|12 003-000153 



: 308/ 



[ft4 3 3] 




ho ^J-NH OH =- 



MS (ESI) m/z 384 MH+ 

[0 5 0 0] 
£J60I3 6 0- j 

3- f (E) -2- (4-7HP7 



H-^>r/-;v-5-!»;vr/i v»a7'p^7^ K 



Mb 4 3 4] 




MS (ESI) m/z 338 MH+ 
[0 5 0 1] 

3- r (E) -2- (4-7^P7x^) -tf-;H - 4 -H Knipy- 1 

H-^f >yy-;v- 5 -ftji/aKVEt (-7 g >- 2 ±jk) — T ^ K 



miE#2 0 03-3051300 




^-v^: 309/ 



F 



iH-NMR (400 MHz, CD3OD) d 4.58 (2H, s), 6.30-6.33 (1H, m), 6.35-6.38 
(1H, m), 6.93 (1H, d, J = 8.8 Hz), 7.08-7.16 (2H, m), 7.42-7.45 (1H, m), 

7.56-7.68 (2H, m), 7.62 (1H, d, J = 16.8 Hz), 7.65 (1H, d, J = 8.8 Hz), 

7.68 (1H, d, J = 16.8 Hz). 
MS (ESI) m/z 378 MH+ 

[0 5 0 2] 

mmw 3 6 2 - r 

3 - r (E) - 2- (4-7 )V±uy -e~;H 

H-^ yW-)V- 5-i3)l<y$Z/m r (IS) -2-^FP^'>-1-7x^ 
[ft4 3 6] 




MS (ESI) m/z 418 MH+ 
[0 5 0 3] 

mmm 3 6 3 - j 

3- r (E) - 2- (A--7)V±uy^-)V) -bf~;H -4-^Kn^v-l 
H-^ y^f-)v- 5-i7)P^>m r (is) - 1 -a;w-?^ ;yji?-;i/i - 



#IE# 2003-3051300 




^->> : 310/ 



F 



1H-NMR (400 MHz, CD3OD) d 1.51 (3H, d, J = 7.2 Hz), 4.62 (1H, q), 6.96 
(1H, d, J = 9.2 Hz), 7.05 - 7.20 (2H, m), 7.46-7.72 (4H, m), 7.77 (1H, d 
, J = 9.2 Hz). 
MS (ESI) m/z 369 MH+ 
[0 5 0 4] 

m^ms 6 4 

Hfc4 3 8] 

O H 

O HO 

t K7^>*^*>^' ^>v;V-x^-r->l/2 . 0 4 gOM^f V>4 0m 1 
HJ-^-^T^ >2. 5 7m 1 ^JD^/io 7X^m^T> T-feh^v'T-fe 
f;^D7^Kl. 3 2ml«^fV>2 0mli$t 2 5:frP H WtT?i§ 

SiH^ ^if - f ^t* L 1 5tt ^ -r t K a 19 tUBfl^tr 1 . 9 2 g 

iH-NMR (400 MHz, DMS0-D 6 ) <J 2.09 (3H, s), 4.52 (2H, s), 5.07 (2H, s), 7 
.26-7.40 (5H, m), 9.25 (1H, bs), 9.95 (1H, bs). 
[0 5 0 5] 



miE#2 00 3—3051300 




mm 2003-000153 



: 311/ 



^3 6 5 
3 9] 



O 



O H 

WB. 2- (N' -^>yndfy^;l/^-t K7vV) -2-^^V-^^- 
;i/ JLX-ffrl. 9 2g*i^y-;V2 0mlC^iU 1 0 *J*7 A-$t 

*9 0 0mg*iDx.feo 1 ^ffi7K*#ffl^Tt? 5 B#TO#b7tm, -b7 

1H-NMR (400 MHz, DMS0-D 6 ) £ 2.07 (3H, s), 4.27 (2H, bs), 4.42 (2H, s), 
9.20 (1H, bs). 

[0 5 0 6] 
WmmS 6 6 

N'- f2- (t er t-yf^y^^^-^fjV-T^) -T-fe^>H 

Hfc4 4 0] 

H O i 



2- (tert-yh+v*M-;V-^f;V-7^) -WpWLG . 9 5 g, 

V-;v • — 7tCftl% 6 . 1 8 g „ N, N-^y/n tf ;vji^;vt r/i 9. 2m 
1 £N, N-y^fiWtJVA7^ K 1 2 0ml KflgMBU MSJf#T> 1 
;v- 3 - O'-^W^^n ft >nj?5M ^ K • isMM. 10. 6g 




tBSE# 2003-3051300 




2003-000153 



312/ 



& £ K i !9 „ ^fB'fb^ 1 0 . 9-g £#fco 

1H-NMR (400 MHz, DMS0-D6) S 1.25-1.46 (9H, m), 2.68-2.86 (3H, m), 3.80 
(2H, d, J = 16.8 Hz), 5.07 (2H, s), 7.25-7.46 (5H, m), 9.21 (1H, bs), 9. 
76 (1H, bs). 
[0 5 0 7] 

ma£®i3 6 7 

Y. K7 y >^?;^^;V^ f JV- ^ f JV - ^ v 9Wl t e r Y-f+JUX-T. 

Hfc4 4l] 
O | 



MflJ3 6 5Kt£v^ N' - [2- (t e r t ~T \ * v# 

y) -r-t^-;v] -.i? K9 ^v^^^fw o. 9g^ 

^ mmt^me>. 6 4g*#7to 

iH-NMR (400 MHz, DMS0-D 6 ) S 1.36 (9H, d, J = 19.6 Hz), 2.77 (3H, d, J = 
14.8 Hz), 3.69 (2H, d, J = 10.0 Hz), 4. 18 (2H, bs), 8.98 (1H, d, J = 11 

. 6 Hz) . 
[0 5 0 8] 

WJtm 3 6 8 - k 

3-3- K— 7-7)V*U- 1 - f iJ^;U- 1 H-^T 5 

^ !i zk 

Mb 4 4 2] 



H 





tBIE# 2003-3051300 



#ffi2 003-000153 ^ ^— 5; : 313/ 



3 1 - c £ra&*;£8re*y§rr & £ t K X *) „ $&gB4b^ 2 1 . 2 g 

1H-NMR (400 MHz, CDCI3) $ 7.03 (1H, dd, J = 10.4, 1.2 Hz), 7.07-7.38 (1 
5H, m), 7.72 (1H, d, J = 1.2 Hz). 
[0 5 0 9] 

mmm3 6 9-k 

7--7;i/^-n-3- r (E) -2- (3-7^tn7x^) -1H 
- ^ > yy—ju- 5 - ft )±M=: hJUk 

[4b4 4 3] 




3 -ynf-7-7J^n- 1 - h 1 >f s S—fl'- 5 

h y ;i/ i . o 3 g zmnm 100-gt pw&^&t^s u ^v>-c^ 3 4 

fee 

1H-NMR (400 MHz, DMS0-D 6 ) d 7.14 (1H, t, J = 9.2 Hz), 7.14-7.47 (1H, m) 

, 7.56-7.71 (4H, m), 7.77 (1H, d, J = 10.4 Hz). 
[0 5 10] 

mmn 370-k 

7 -yJUTt-U-i - r (E) - 2- (3-7JI/iP7i^) -tf—Jl/] -1H 



mtiE# 2003-3051300 




^-v: 314/ 



' 7-7^tn-3- [ (E) -2- (3 -7^n7x-;l-) -tf-;V] -1 

H-W v^v-zu- 5-#;v**~ h , ;;i/4. 8 8 g=Sr^^y -;n o Om l 

«IBft#* 2 . 8 6 g *#Stfeifel& fc LT»fc 0 
1H-NMR (400 MHz, CD3OD) * 1.68 (3H, t, J = 6.8 Hz), 4.69 (2H, q, J = 6. 
8 Hz), 7.07 (1H, dt, J = 1.2, 8.0 Hz), 7.38-7.52 (3H, m), 7.57 (1H, d, J 

= 16.4 Hz), 7.68 (1H, d, J = 16.4 Hz), 7.77 (lh, dd, J = 1.2, 7.2 Hz), 
8.81 (1H, s). 

[0 5 11] 
^»J3 7 1-k 

7-"7;V3-tt-3 - [ (E) -2- ('3-7Wn7x-;V) -tf-;l/] -1 
H — 4 y W— )\/— 5 —ft y^77^i ^^ju^-f-jV MfflMt, Tff 
I<7)tK7yK3§il)^VMi»J3 6 5 X^hfifz H F9 S> F 3 ^fth> 3 

U ££ft0I 372-k~374-k <Dit&90i&fzo 
[0 5 12] 
f£«!i 3 7 2 - k 

7 -7fr*U- 3 - f (E) - 2- (3 -7A/tn7x^/l/) zJg^jkj -5- 

(5-^f;i/-4R- n. 2. 41 MJTv«-;v-3-^;M - lH-r/y 



ffiliE# 2003-3051300 




5>: 315/ 



MS (ESI)m/z 338 MH+ 
[0 5 13] 

7.3 -k 

(5- \7-7)V*U- 3 - r (E) -^2- (3-7^P7x^) -fcT-^ 
1 -lH-^>^/-;V-5-^;M -4H- n. 2. 41 h'J7'/-^-3 

Hb4 4 6] 




MS (ESDm/z 354 MH+ 
[0 5 14] 
%Hm 3 7 4 - k 

(5- 17 -~7)VjrU- 3 - [ (E) -2- (3-7^tP7x^^) -tf~;V 
1 -lH-r/^/-^-5-^Vl -4H- n. 2. 41 h^TV-;V-3 



tBSE# 2003-3051300 




MS (ESI)m/z 381 MH+ 
[0 5 15] 
$£MM3 7 5 -k 

(5- \7 -y)V^ru-3- f (E) -2- (3 -7^tn7xx;v) -bf~;w . 

1 -1H-r/^/HV-5-^Vl -4H - n. 2. 41 h')7V"JV-3 

ULA 4 81 




II^)3 7 0-kf#l?^7-7;Vta-3- [ (E) -2- (3-"7^^- 
D7i^) -kf~;p] - 1 H-^r/-;v- 5 - y 

mmmt> «5fi« 3 6 7X~nbtlfzK 3 iii:, 3 

OhVxW^Vix^y-McftllfU 8 0°C-ei 8NFWm#Lfc 0 

o 

MS (ESI)m/z 367 MH+ 



[0 5 16] 

HJfefl!l3 7 6-g 

6 ->7;V^-n-3- r (F.) -2- (3-7^P7xX^/) -Tf~;H -1H 



ffiiE# 2003-3051300 



#12 003-000153 



s<-i? : 317/ 



[ft 4 4 9] 



HiiCTl 0 0-gt?We>tt*^. 6-7;V*n-3- [ (E) -2- 
D7i-;l') -tf~;V] - 1 H - > ^ 7 r ^ - 5 - * ;V * - h 0 0 m g 

± 19 , 3 7 0 - k O^Scfci* CT, aiBft^% 1 2 0 m g £#tltfe*ir& 

iH-NMR (400 MHz, DMS0-D6> # 1.51 (3H, t, J = 6.8 Hz), 4.66 (2H, q, J = 
6.8 Hz), 7.10-7.22 (1H, m), 7.41-7.48 (1H, m), 7.56 (1H, d, J = 8.0 Hz), 

7.60-7.69 (4H, m), 8.83 (1H, d, J = 6.8 Hz). 

[0517]. 
niMM3 7 7-g 

mtm3 7 1 -k%tztZ3 7 5 - kO^&teifcl^ 6 - 7 )V*u- 3 - [(E) 
-2- (3-7;^n7x-)V) -Vf-;l/] -lH->f >^/-;v-5-*^ 
^>^y^S jr.^-;vai^x;V OlMIW*?^ 3 7 8 - g ~ 3 .8 1 - g 

©ft£*fc»fco 

[0518] 
*H«3'7 8-g 

6--7;v^-n-3- f (E) -2- (3--7;v^-n-7^^;i/) -*f~;H -5- 

(5-^f;V-4H- n. 2. 41 y^TV^)V-3-4)V) - lH-^f^ 



H 




ffifiE# 2003-3051300 




^-v : 318/ 



MS (ESI)m/z 338 MH+ 
[0 5 19] 

|H«U 3 7 9 - g 

(5- \6-7)i/*u-3 - f (E) -2- (3--7;v^-n-7^^;M -V-fr 
1 -1H-r/yv-;i/-5-^M -4H- n. 2. 41 f'J7^-3 

Mb4 5 11 




MS (ESI)m/z 354 MH+ 
[0 5 2 0] 
MMM 3 8 0 - g 

(5- l6--7;V^-P-3- f (E) -2- (3-7^P7x^) -lf~;V 
1 -1H-r/^/-;V-5- ^U -4H- n. 2. 41 



mtiE# 2003-3051300 




^-v: 319/ 



MS (ESI)m/z 381 MH+ 
[0 5 2 1] • 

mnm 38i-g 

(5- \6-"7A'*U-3- f (K) -2- (3-7^P7x^) -\£-)V 
1 -\K-s<>^f-)V-5-4 M -4H- n. 2. 41 MJTV»-;V-3 

Hb4 5 3] 




MS (ESI)m/z 367 MH+ 
[0 5 2 2] 
HJfcfll 3 8 2 - k 

7 --7;u^-n - 3 - r (E) -2- (4 - 7Ji/tn7x^;v) -fcf~;H - 1 H 



mSE# 2003-3051300 




^-v I 320/ 



F 



fi£M3 6 8-kt:#6tuS. 3-3 — K-7-7^*n-l - hPf/l'-lH — i l"t? 

/U- 5 h- !J;V5. 15gt, 4 — — 1/^6, MMffl 3 6 9 

- k (D;frS:fc J; 19 , «»fb£4b 1 . 6 8 g £#fc 0 

iH-NMR (400 MHz, DMS0-D 6 ) 5 7.24 (2H, t, J = 8.8 Hz), 7.54 (1H, d, J = 
16.8 Hz), 7.64 (1H, d, J = 16.8 Hz), 7.74 (1H, d, J = 10.8 Hz), 7.81 (2H 
, dd, J = 8.8, 5.6 Hz), 8.76 (1H, s). 

[0 5 2 3] 
#dfe#U3 8 3 -k 

7--7;V^-n-3- f (E) -2 - (4-7;VtP7i^) -fcf~;H -1H 
-JZsW-)V-5-i])ViS* s sWv>7Wl xf;vxxt^ MBM 
Hfc4 5 5] 




/HCI 



F 



7 -y )Vjru- 2, - [ (E) -2- (4-7Wn7x-^) -fcf-;i/] -1H 
->f 5 h i; ;n . 6 8 g^«b, ^»J3 7 0 - k K$t^ 

, mm^m i . 8 1 g *mzo 

iH-NMR (400 MHz, DMS0-D 6 ) d 1.52 (3H, t, J = 7.2 Hz), 4.64 (2H, q, J 
= 7.2 Hz), 7.25 (2H, t, J = 8.8 Hz), 7.54 (1H, d, J = 16.8 Hz), 7.82-7.9 



tttfiE# 2003-3051300 




003-000153 



^-v: 321/ 



3 (4H, m), 9.20 (1H, s). 

[0 5 2 4] 
HJfeM3 8 4-k 

nMM3 7 l-kttzi±3 7 5-kO^$C 7-y)U*u-3- [ (E) 
-2- (4-7;vtn7x^v) -e~;Kl -lH-^fv^v'-^-S-^W 

v ?m t )v wkWr h > %mn 3 8 5 - k -mmrn 3 8 

7-k<7>fb^£#£o 
[0 5 2 5] 

mmm 3 8 5 - k 

1 -~7 )V*U- 3 - r (E) -2- (4-7;vtn7x^) -if— ;H - 5- 
(5-^f;V-4H- n. 2. 41 f']7-/-Jl/-3-^V) -IH-^fvy 

MN5 6] 



(5- l6--7;i^u-3- r (E) -2- (4-7;vtn7i^i/) -tf~;v 
T — 1 H — > )V—5—4 M — 4 H — n. 2. 41 ^)TV»-;V-3 



H 
N 




MS (ESI)m/z 338 MH+ 
[0 5 2 6] 



3 8 6 - k 



003-3051300 




00 3-000153 



^-v: 322/ 



[ft 4 5 7] 




F 



HO 



F 



MS (ESI)m/z 354 MH+ 
[0 5 2 7] 
&%4ffl 3 8 7 - k 

(5- i7--7;V^-P-3- f (E) -2- (4-7^D7x^) -tf~;V 
1 -4H- n. 2. 4 1 ^77^-3 

[it A 5 8] 



MS (ESI)m/z 367 MH+ 
[0 5 2 8] 
SBSftl 3 8- 8 - j 

3- f (E) -2- (3 -7^tD7 j^=Jk) -tf~;H -4-> 




fflliE#2 003-3051300 



m 




003-000153 



^-v: 323/ 



UtA 5 9] 




F 



MMffl 2 7 6 - j -CWbtitz^ 3 — 3— F— 4— ^ h ^fy- 1 - b U f-A/- 1 H 
-^vr;-^-5-*M^ a^;wcx-r;V3. 2 1gt^ WJ13 7 
-e#«b^2- [ (E) -2- (3 --7;v^n"7 /i/) - tf-^] -4, 4, 
5, 5, -7">^^^;v- [1, 3, 2] 3g^ »J 

2 1 4 - j C t C J: ^ iMKtffrfrW 1. 7 2 g& 

1H-NMR ( 400 MHz, CDCI3 ) 8 1.38 (3H, t, J = 7.4 Hz), 4.04 (3H, s), 4 
.36 (2H, q, J = 7.4 Hz), 6.11 (1H, d, J = 9.0 Hz), 6. 91-6; 96 (1H, m), 7. 
14-7.46 (19H, m), 7.43 (1H, d, J = 9.0 Hz), 7.61 (1H, d, J = 16.4 Hz). 

[0 5 2 9] 
«3if?fl3 8 9-j 

3- r (E) -2- (3-7MD7x^ -Tf~;i/1 -4 - * b^ v~ 1 - 

b v?-^- 1 H->f>r/-^- 5 ziajk^>M 

[ft4 6 0] 



3- [ (E) -2- (3-7Hn7i^) -4-.* h^rv'-l- 



Tr 



1 




F' 



fcbfDE# 2003-3051300 




003-000153 



• 



^-v: 324/ 



nmm 2 1 6 - j Km £tt&-vm*frm-rz> £ t k * „ 1 . 6 a 

g t Lxmzo 

1H-NMR (400 MHz, CD3OD) S 4.04 (3H, s), 6.19 (1H, d, J = 9.2 Hz), 6.9 
7-7.01 (1H, m), 7.17-7.41 (20H, m), 7.66 (1H, d, J = 16.4 Hz). 
[0 5 3 0] 

nmm 3 9 0 - j 

N' — 13 — T (E) —2— (3 - y)V*U7zL-)V) ~e~;Vl - 4 h * 

- 1 - b v ± )V - 1 H — f > V V- ;v - 5 - ft )V 2k 1 -HK7y>»^' 

t e r t --f^-)V3-^7-)\s 
[lfc4 6l] 



3- [(E) -2- (3-7;Vtn7x-;l') -fcf— ;v] -4-^b^v-l- 
h i; 1 H - ^ > r/-^- 5 - # 9 4 m g t t: K 9 V > * 

ffi. tert-W x^r;V3 4. 4 m g *%im\ 1 2 7 - k Km 
U Hffilfc^tJ 12 6. 9 m g ^itfem^ll £ Lxmzo 

iH-NMR (400 MHz, CDCI3) 5 1.50 (9H, s), 4.09 (3H, s), 6.22 (1H, d, J 
= 9.0 Hz), 6.75 (1H, bs), 6.92-6.98 (1H, m), 7.15-7.33 (18H, m), 7.40 (1 
H, d, J = 16.2 Hz), 7.50 (1H, d, J = 16.2 Hz), 7.63 (1H, d, J = 9.0 Hz), 

9.40 (1H, bs). 

[0 5 3 1] 
^»03 9 1 -j 

3- f (E) -2- (3 --7)V*u-7 -)l<) -fcT_;l/l -4-^ h^y-lH 
-4 5 - -ft )Vtf-ym \l YJzJL K 




ffiiE# 2003-3051300 




003-0 00153 



^-y : 325/ 



[ft 4 6 2] 




N' - 1 3 — [ (E) — 2 — (3-7;vtn7i-;v) -tf^;l/| - 4 h 

i - h vf-fr- i h — f 5-*;v^-;v} -t K7^>*;v 

tert-WiXfM13. 7mg£H»!l3 4-b^rpC/i^r 
U JIffift£-t/ 3 8 m g £ LtUfco 

iH-NMR (400 MHz, DMSO-Dg) 8 3.96 (3H, s), 7.10-7.14 (1H, m)-, 7.35 (1H 
, d, J = 8.8 Hz), 7.40-7.52 (3H, m), 7.54 (1H, d, J = 16.4 Hz), 7.59 (1H 
, d, J = 16.4 Hz), 7.66 (1H, d, J = 8.8 Hz), 10.55 (1H, s), 13.49 (1H, b 

s). . 

[0 5 3 2] . 
H»J3 9 2-j 

3- f (E) -2- (3-7;Vtn7x^) -fcf~;H -4-^h^v-5- 
(B-^f;v-2H- ri.' 2. 41 MJT-/-;v-3-^;M -iH-r/Z 

Ift4 6 3] 



3- [ (E) -2- (3-7il'tn7x^) -If— A'] 

19ml fcflnx.. 5 Ot-Cl 7. 5B#^m#t^ 0 M^KHU »«S: 




H 
N 



miE#2 003-3051300 
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^-vl 326/ 



, 5£^LC-MS"Ctt|4^«IUT, ^|B^% 1 . 1 7 m g £frfeT*;V7 

iH-NMR (400 MHz, CD 3 0D) $ 2.62 (3H, s), 3.89 (3H, s), 7.02-7.08 (1H, 
m), 7.37-7.44 (3H, m), 7.47 (1H, d, J = 8.8 Hz), 7.62 (1H, d, J = 16.4 H 
z), 7.67 (1H, d, J = 16.4 Hz), 7.89 (1H, d, J = 8.8 Hz). 
MS (ESI)m/z 350 MH+ 

[0 5 3 3] 
$£5iM3 9 3-g 

fi--7;i/^-p-3- f (E) -2- (\£W>-3-4 )V) -tf~;H - 1 - h 
Hb4 6 4] 



M^ji 8 i- s <D^mm^. m^mi a i- g x^htitz3-7*u*-6- 

y)V*u- l-h Vf-fr- 1 H, — 4> W— )\>— b-*)^7$>W. ff-)Vx.7,^ 
;V5 7 6mgi:3- fcf-;Vfcf D V> 2 3 5 m g Srffcffl U MfSAC&to 3 1 2 m g 

iH-NMR (400 MHz, DMS0-D 6 ) * 3.86 (3H, s), 6.01 (1H, d, J = 12.4 Hz), 
7.16-7.25 (6H, m), 7.32-7.46 (11H, m), 7.76 (1H, d, J = 16.8 Hz), 8.21 ( 
1H, d, J - 8.4 Hz), 8.49 (1H, dd, J = 1.2, 8.8 Hz), 8.77 (1H, d, J = 6.8 

Hz), 8.88 (1H, d, J = 1.2 Hz). 

[0 5 3 4] 
S£»J3 9 4-g 

6 --7;i^n- 3 - r (E) -2- (\£Wy-3-4 )V) -l-h 



Tr 




F. 



mtE# 2003-3051300 




^-v: 327/ 



Stttm 4 6-7;V^n-3- [ (E) -2- (feTVi?> 

-3-^;^) -if-*] - 1 - f >J f jv- l H - 'f > f v - 5 - * ^'f 

^^;V«x;H 8 7mg^ ^IfMfc^ 1 8 7 m g fc*±fe*&* ^ LT# 

1H-NMR (400 MHz, DMS0-D 6 ) 5 5.99 (1H, d, J = 12.0 Hz), 7.16-7.25 (6H, 
m), 7.30-7.46 (11H, m), 7.74 (1H, d, J = 16.4 Hz), 8.21 (1H, d, J = 8.4 

Hz), 8.48 (1H, d, J = 4.0 Hz), 8.75 ( 1H, d, J = 7.2 Hz), 8;88 (1H, s), 

13,20 (1H, bs). 

[0 5 3 5] 

6-y)V*u-3- r (E) -2- (Wz?>-3-4 fr) -tf~;H - 1 - b 
lit A 6 6] 




%mmi 2 7-k(:$^j£t% 6--7;V^-n-3- [ (E) -2- (If V v 

>-3--Ov) -tf-?i/| - 1 - f y f ^- 1 H->f vr/-*- 5 > 

illOmgttK?^- — tM» 2 1 0 m g Sriffi^U HfSft^ 2 9 m g 
1H-NMR (400 MHz, DMS0-D6) * 4.50 (2H, s), 6.01 (1H, d, J = 11.6 Hz), 



ffifJE# 2003-3051300 
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# 



^-vl 328/ 



7.16-7.26 (6H, m), 7.28-7.46 (10H, m), 7.48 (1H, d, J = 16.8 Hz), 7.74 ( 
1H,. d, J = 16.8 Hz), 8.20 (1H, d, J = 7.6 Hz), 8.42 (1H, d, J = 7.2 Hz), 

8.48 (1H, d, J =4.0 Hz), 8.87 (1H, s), 9.57 (1H, s). - 

[0 5 3 6] 
»jH«3 9 6-g 

fi-7;l/^-n-5- (5-^f;i/-4H- n. 2. 41 YVTV*-)V-3-4 
)V) -3- r (E) -2- (tfiJ v>-3-^;l/) -tf~;H -1-HJfJV- 

[4fc4 6 7] 



6--7;V^n-3- [ (E) -2- (eUV>-3->f^) -If—/!/] - l-> 
V<f-JU- l H — {y?V<-)V- 5 - t: K2 8mgO^/- 

;v2mi«, s-*^;v f-^r-teW • 2fefbfc#Bfea l lmgi 

inx.> g$a-c2 0»U; o ov^astt: h v ^ > 5 o ^ 1 

tL, 6 0 ~ 7 5 TC-C 1 gfeaBSLfco EDfcifcfcSi*^*' 15ml fciDx.. 

-?b^77^ (^;^:^nn*;vA=i : 49) -efilSUMEU *KSB4t 
^16m g'fcSfeftMiaMfcfci: U#/: 0 

!H-NMR ( 400 MHz, DMS0-D 6 ) 8 2.40 (3H, s), 6.07 (1H, d, J = 12.0 Hz), 
7.16-7.26 (6H, m), 7.28-7.46 (11H, m), 7.73 (1H," d, J = 16.4 Hz), 8.21 ( 
1H, d, J = 8.4 Hz), 8.48 (1H, d, J = 4.8 Hz), 8.67 (1H, d, J = 7.2 Hz), 
8.87 (1H, s), 13.80 (1H, bs). ' 
[0 5 3 7] 

mm\ 3 9 7 - g 




ttSSE^ 2003-3051300 




003-000153 



: 329/ 



e,-7)l>*U- F>- (5-^f;V-4H- fl. 2. 41 WTV*-)V-3 -4 

n,) -3- r CEJ -2- (^J-v^-s-^jM zL^ik] -lH-ry^/ 
[ft 4 6 8 ] 



6 --7;l^n - 5 - (5-^f L ;V-4H- [1, 2, 4] h V T V-*- 3 ->f 

-3- [ (E) - 2- (e'Jy>-3-^V) -tf~;V] 
lH-r/r/-iH6mg* ^cjtM 3 4 - b K^M^t" SifcKi^* 
iaft-^4. 7mg^.- 
MS (ESI) m/z 321 MH+ 
[0 5 3 8] 

mmm3 9 8-k 

7 -7;i^n- 5 - (5-^f;v-4H- n.2. 41 f')77-;v-3-^ 
;v) -3- r (e) - 2- (e'jyv-3->f^ -tf~;H -lH-^vr/ 

Ut A 6 9] 



^it^Ul 2 4-kT#£>*L£7--7;l/*n-3- [ (E) -2- (l?y^>-3 



mmm 34-bt mm^mr-m.umLtz^ $mm 370-k. 372- 





ffilE# 2003-3051300 



4^j^2 003-000153 ^ ^- V : 330/ 



lH-NMR (400 MHz, DMSO-D 6 ) S 2.40 (3H, s), 7.41 (lH, dd, J = 8.0, 4.8 Hz 
), 7.52 (1H, d, J = 16.4 Hz), 7.74 (1H, d, J = 12.4 Hz), 7.81 (1H, d, J 
= 16.4 Hz), 8.23 (1H, d, J = 8.0 Hz), 8.47 (1H, d, J = 4.8 Hz), 8.53 (1H 
, s), 8.89 (1H, s). 
[0 5 3 9] 

mMm 3 9 9 - k 

(5- i7-7H/*P- 3 - f (E) -2- (fc°iJ v>- 3 -4 )P) -fef 
-lH-r/yV-^-5-^;Vl -4H- n.2. 41 f')77-;l/-3- 

Ut4 7 0] 

F 




WkMMl 2 4-k"C#^tL^ > 7-7;v^-n-3- [ (E) -2- (feTV v>- 

3- ^;v) -tf-;v] - l - b i h-^ >^7-;v- 5 b v 
^£>, H»!)3 4 -b i:|WI^^-eh HJ&M3 7 0 
-k. 3 7 4-k^D/c^jS^tt^ LC-MStMiIU mmt& 

iH-NMR (400 MHz, DMS0-D 6 ) S 2.25 (6H, s), 3.62 (2H, s), 7.43 (1H, dd, J 
= 8.0, 4.4 Hz), 7.54 (1H, d, J = 16.8 Hz), 7.78 (1H, d, J = 12.0 Hz), 7 

.83 (1H, d, J = 16.8 Hz), 8.24 (1H, dt, J = 8.0, 1.6 Hz), 8.49 (1H, dd, 

J = 4.4, 1.6 Hz), 8.56 (1H, s), 8.90 (1H, d, J = 1.6 Hz). 
[0 5 4 0] 

mmm 4 0 0 - j 

4- ^b4ry-5- (5-^f;V-2H- fl.2.4l MJ T V— ;V— 3 —4 )V 

) -3- r (k) -2- (WJ>-a-4n,) -tf~;H -lH-^r/- 
2k 

ffiSE# 2003-3051300 




^-v! 331/ 



»jS«3 2 6- j t?#fc4-^ h^v- 3 - [ (E> -2- (tfV v^-3--f 
;V) -tfr.;v] - l H-"f > 5 ^Vit, »aS^3 9 1-j, 
3 9 K9'^KKiV>feo K9 v K 3 0 m g <D3~? J -)V 5 m 

, ^fi-e 1 B#K»Lfc 0 ov^-eRJctfgifcfc b V xf^T 5 > 0 . 069ml* 

m*., v-f ^D^i-yMitTic 1 5 o v~c 3 o^raass^fco rjsm^ 

frMS^JK t , MWtik&m 2. 04mgti:H KTf5Hit0!l 4 0 1 - j tm<0 
4-^h^rv-5- (5-^f;V-2H- [1,3,4] **Vr 9 JTV—fr-2- 

-3- [ (e) -2- .(ei;y>-3-^f^) -tr-^] -in-4yr 

V-;H. 4 4mg&W;fco • 

!H-NMR (400 MHz, DMS0-D 6 ) * 2.60 (3H, s), 3.88 (3H, s), 7.43-7.73 (1H, 
m), 7.70-7.77 (2H, m), 7.86-7.96 (4H, m), 8.61-8.71 (2H, m). 8.95-8.99 ( 
1H, mj. 

MS (ESI) m/z 333 MH+ 

[0 5 4 1] 
m&W4'0 1 - j 

4-*b*">-S- (5-^fJV-2H- fl.3.41 ***)r*JrV-)V- 2 - 

±M -3- r (E) -2- (bf^^v-3--Y;v) -in-4>V 



ffiliE# 2003-3051300 
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iH-NMR ( 400 MHz, DMSO-D5 ) S 2.67 (3H, s), 4.00 (3H, s), 7.09 (1H, d, 
J = 8.4 Hz), 7.48 (1H, d, J = 8.8 Hz), 7.90-7.99 (4H, m), 8.66 (1H, bs), 

8.76 (1H, d, J = 8.4 Hz), 9.01 (1H, d, J = 7.6 Hz). 
MS (ESI) m/z 334 MH+ 

[0 5 4 2] 
i£ji#!l4 0 2-1 

2-3- F— a-*^-)V- 5 luxury 

Ut4 7 3] 




2 - T3 S - 4-*?-)V- 5 h n tfi; ^> 1 . 0 g<DVB- K^^yi Om 

imm^-MMr^Mmm.^ v*>f-/n. 8m 1 *mz.x, m^x«z oftmmwv 

> 8 0 < Ct-e#^L-C2B#F^#L7^o v3 - * >£MJET@*U 
fe^y'J*m7A^n7f^77^- (gf^jn.?-;]/ : n -^^^ 1 : 2 
0) "efcSbMiU MfE4fc^8 9 7mg^iM B B H iJ:Lt|#fc 0 
IH-NMR (400 MHz, CDC1 3 ) S 2.58 (3H, s), 7.77 (1H, s), 8.90 (1H, s). 

[0 5 4 3] 
M»J 4 0 3-1 

6-3- K-4 -^^-;VfcfiJ 3 - J )VT < > 

lit A 7 4] 




2-3- k_4_^^;v_5_- hney^Vl. 7 6g<7)IIi7. Oml 

ffiSE#2 003-3051300 
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^-v: 333/ 



^XXf^^)V^-T^7 . OmlW:Ifit«tf (II) 6. 3 2g£ 

jDx.r, i o ot:-e4^raii#t^o ma^-c^ip^ sm^Tfcitffc^ mj * 

mttt&ms 9 7mg«M»t tr#^o 

iH-NMR (400 MHz, CDCI3) a 2.10 (3H, s), 3.61 (2H, bs), 7.33 (1H, s), 7. 
80. (1H, s). 

[0 5 4 4] 
§SWtM4 0 4-m 

N— (2-^;l/-e')y>-3--f Jl/) -T-fe^^K 
HK4 7 51 



tl<0 3 - T 5 / - 2 - ^ f 'J 6 5 ,g ^fb^ f V.^i^ 1 0 0m 1 
tfi; v> 6 0 m K te*cIfcBfc7 1 m 1 £^fiT^fr^i4JDx. 3 BtTO^L^ 
o ££S^Cv';#r;V«Jl 5 0ml £flD;U MJ±T^£^*U m&*isV 
*^*7A^D7f^57-f- (Sfxf;v:^^;-;v=100 : 3) 
ilL> IIBMt7 4 g^iSfcUtUfce 

iH-NMR (400 MHz, CDCI3) d 2.25 (3H, s), 2.53 (3H, s), 7.00 (1H, bs), 
7.18 (1H, dd, J = 4.6, 8.0 Hz), 8.23 (1H, d, J = 8.0 Hz), 8.30 (1H, d, J 
= 4.6 Hz). 
[0 5 4 5] 

mmm 4 0 5-1 

N— (6-g- F-4-^^-;vif'J> ? >-3-^;v) ZJLkXAJZ 
Mb 4 7 6] 





miE#2 003-3051300 




003-0 0 0153 



• 



^-v : 334/ 



0 3- 1 X*%hfrtzG -3- K-4-^f^k?V^>-3-'f;l'7 5 
> 1 . 5 5 g £§^#!) * * £ IWJ^&^fc-C&iS UUfBft^tf 1. 68g 

lH-NMR (400 MHz, CDCI3) * 2.21 (3H, s), 2.22 (3H, s), 6.89 (1H, bs), 7. 
56 (1H, s), 8.62 (1H, s). 

[0 5 4 6] 
$!yi#I4 0 6 -m 

l-bfv'/P U. 3-bl giJ v?>- 1 > 

r<h4 7 7] 



$!B£#!I4 0 4--m-C#?>*L*:N- (2 -X^;l/-fcf'; 5»- 3 W ;v) -7-fe 

k 7 4 g o h )v^>mm^ mffiMJ vn;no6mi, mmw. i 4 0 

m 1 . '^A57. 6 g ^^T^nx.. Ktf>$£ 8 0 ICC 2 UtTOifc Lfz 

^;v:^^>=i : 5) KxnmL, mis-ffc^ 2 o g ZM&Mi&t tt# 

lH-NMR (400 MHz, CDCI3) 5 2.83 (3H, s), 7.48 (1H, dd, J = 4.7, 8.3 Hz 

), 8.37 (1H, s), 8.72 (1H, bd, J = 8.3 Hz), 8.73 (1H, d, J = 4.7 Hz). 

[0 5 4 7] 
SSB1M4 0 7-1 

1- (5-3-Ktf7'/n T3.4-cl \£W>-\-4 )V) J^*jy 
Mb4 7 8] 



N— ( 6 - 3 - l-* - 4 - ^ f U v > - 3 - >f ^) T-fe fT5 Kl. 6 8 g 





ffiSE# 2003-3051300 
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^-v : 335/ 



, BfllaVtfAO. 7 2 g£4 0 6 - m Ki£ C /cjftrllt & CI h K £ *K 
|B<b^ 1 . 5 8 g JI,^ t tr#fc 0 

iH-NMR (400 MHz, CDCI3) d 2.80 (3H, s), 8.10 (2H, d, J = 0.8 Hz), 9.56 
(1H, t, J = 0.8 Hz). 
[0 5 4 8] 
S£i£$I4 0 8-m 

iH-e^yn f4, 3-bi eyy> 

HP.4 7 91 



4 0 6 -m-e#fc 1 - \£yv"u [4, 3-b] H° V 1 /U-J. 

?/>2 0 g&^*> WV2 Oml-f h7liKn77>80ml <£>ri£i#f£K 

itm u mure 2 ^Tfcm^fb^ > ^^imu iomi ^nx. o . 5 mmmw l 

7t 0 5 mmi&m. 2 m i £ jnx. Lfc», ~> »; * ^^&7 5 0 m i 

: ^ ? y-;v= 100:2) criHU tUBlt^ 14.6 g 

iH-NMR (400 MHz, CDCI3) a 7.35 (1H, dd, J =4.3, 8.6 Hz), 7.89 (1H, d 
, J = 8.6 Hz), 8.36 (1H, bs), 8.64. (1H, dd, J = 1.5, 4.3 Hz). 

[0 5 4 9] 
ISi&flU 0 9-m 

3-g-K-iH-n°7'/n u. 3-bl if')y> 
HK4 8 0 1 



gt:N-3-K^^^^5K9. 5g U m^i^ty) 5 . 9 g £&!rfe$- 




H 




m^M2 0 6 -h^|WI^^T% lH-lf^V'n [4, 3-b] tfVv>5 



£BliE# 2003-3051300 




00 3-000153 



# 



^-vl 336/ 



1H-NMR (400 MHz, DMS0-d6) d 7 A3 (1H, dd, J = 4.2, 8.2 Hz), 8.00 (1H, 
dd, J = 1.3, 8.2 Hz), 8.53 (1H, dd, J = 1.3, 4.2 Hz), 13.64-13.83 (1H, 

bs) . 
[0 5 5 0] 

iyt#14 1 0 -m 

.^-rn^E-iH-tf7'/n U. 3-bl 
Ukl 8 1 1 



m.rkm8 7 -htmM%Jfl£X\ IH-^^Vd [4, 3-b] \£VZ?>0. 
5 gCN-yn^^yy^f 5 K7 5 Omg&ffffiU ^IB^t/ 5 7 0 m g £ 

iH-NMR (400 MHz, DMS0-d6) S 7.43 (1H, dd, J = 4.3, 8.6 Hz), 8.07 (1H, 
dd, J = 1.4, 8.6 Hz), 8.59 (lH, dd, J = 1.4, 4.3 Hz), 13.68 (1H, bs). 
[0 5 5 1] 
£jffflI4 1 1 -m 

3-3-K-i-MJ^-iH-t^yn f4. 3-bl tfi)y> 
UY A 8 2] 



MatM4 0 9-m-e#^tL/;3-3-K- 1 H-tf^V'n [4, 3-b] f'Jy 



0 . 7 g ZM&ffilfct Lt#/; 0 

iH-NMR (400 MHz, DMS0-d6) a 6.56 (1H, dd, J = 1.2, 8.7 Hz), 6.96 (1H, 
dd, J = 4.3, 8.7 Hz), 7.15-7.22 (6H, m), 7.25-7.35 (9H, m), 8.53 (1H, d 
d, J = 1.2, 4.3 Hz). 
[0 5 5 2] 





v 5 . 9 g *m&m 3i-ct mm^mx^m-r^ mmt&yo 1 



miiE# 2003-3051300 
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V : 337/ 



fi&fflM 1 2-m 

.1-^-l-f')^-lH-bf77'P U. 3-bl ^2_2> 
HK4 8 31 



£^004 1 0-mtW:3-rnt- l H-fcf^Vn [4, 3-b] tfy^V 

5 7 0 m g £§£jt$l 31-ci: |ig#&;fr&T^:g-r & - t \~ £ > HfMt^ 8 

6 0 m g *m&mMt LT#fc 0 

1H-NMR (400 MHz, DMS0-d6) S 6.73 (1H, d, J = 8.8 Hz), 7.14-7.19 (6H, 
m), 7.20 (1H, dd, J - 4.1, 8.8 Hz), 7.28-7.38 (9H, m), 8.51 (1H, dd, J = 

4.1Hz). 

[0 5 5 3] 
§£»l|4 1 3 -m 

3-yn^&-i-m^k-iH-if7V'n T4. 3-bl .\>W> 4-** 

>LtL 

UhA 8 4] 



3 -zfu*- 1 - b Vf-)V- 1 H-tT9 7n [4, 3 - b ] ti V y> 1 1 0 m 
g 9 - a h £ tc«t *) „ IRiBft^ 70mg^l 

1H-NMR (400 MHz, CDCI3) 8 6.25 (1H, d, J = 8.8 Hz), 7.06 (1H, dd, J = 
6.4, 8.8 Hz), 7.12-7.17 (6H, m), 7.28-7.38 (9H, m), 8.08 (1H, d, J = 6. 

4 Hz). 
[0 5 5 4] 

n^M4 1 4-m 

S-^-l-F'J^-lH-^'/P \4. 3-bl tl°'J^>-5-^;V 




Br 



Tr 




ffilE^p 2003-3051300 
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^-v*: 338/ 




S-yn^-i-h'Jf^-lH-t^^/o [4, 3-b] fcfVvV 4-* 
^ v K 3 0 OmgMWl 6 - a £P»&;fr&T&31-£ - fcfc X *K *HfBlfc 

iH-NMR (400 MHz, CDCI3) d 6.65 (1H, d, J = 9.0 Hz), 7.14-7.18 (6H, m) 
, 7.27 (1H, d, J = 9.0 Hz), 7.29-7.35 (9H, m). 

[0 5 5 5] 
MjfM4 15-l 

lH-kf^Vn T3.4-cl 5 Y V )V 

[ft:4 8 6] 



mikM4 0 7- 1 X~nbHZ> 1 - (5-3-Ft°7V*D [3,4-c] I* V v > 
-l-^f;V) a.*y>6. 4 0g> vT>lt^£fr5. 2 4 gisi^r h7^r^ ( 
b 1; 7x-HX7^ V) (0) 2. 58g<ON, N-^^;V*;V 

0mll«4 0X^2 BITO#b£o S£m^^-e«lU 

W7A^dvi>^77^ (i^ai^-;v : n -^*y-y= 1 : io~i : 1) 
X«mWkfrM U HfMb^ff 2 . 7 8 g zm&m&m t LXmzo 
iH-NMR (400 MHz, CD3OD) a 8.34 (1H, d, J = 0.8 Hz), 8.38 (1H, d, J = 0. 
8 Hz), 9.09 (1H, t, J = 0.8 Hz). 

[0 5 5 61 
^»J4 16-1 

3 -3- K- 1 H-fcT^Vn T3.4-C1 tfij 2 5 =&JkM=: h 11 )± 



H 




-mmm 2003-3051300 
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• 



339/ 



lit A 8 7] 




lH-fcfvVtt [3,4-c] W 9 JV- 5-#/M*-hV ^2 . 78gi^ 
$Ui01I2 0 6-h©Mt\ WSBft-^ 5 . 8 9 g (N, N-V^fWA7 

iH-NMR (400 MHz, CD 3 0D) <5~ 8.08 (1H, d, J .- 0.8 Hz), 9.05 (1H, t, J = 0. 
8 Hz). 
[0 5 5 7] 

4 17-1 

3-3-K-l-]>')^;V-lH-lf9V*P T3.4-C1 tf')y'/-5-^V 
[^4 8 8] 



3-3-F-lH-t'7V'n [3,4-c] fcf'J 5 h V ^ 5 . 

8 g oatffc* fl/>70ml »*K:M"e^ V :/n kf;Wc^;l/T 3 >13. 1 

. Og&flnx.T, WT*lH^U:o MJET^Mt, U & 

n-'MMJ-V^l : 1 0) tfllS^iL, aHBft#«5. 2 g^HSfe 

iH-NMR (400 MHz, CDCI3) d 7.10-7.15 (6H, m), 7.27-7.36 (9H, m), 7.60 (1 
H, d, J = 1.2 Hz), 7.84 (1H, d, J = 1.2 Hz). 
[0 5 5 8] 

mm\H 1 8 - m 
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340/ 



3- \2- (3-7Mri7x^) -fcf~;H - 1 - f ') ■f-JU — 1 H — bf ^ V 
n [4_, 3-bl \ZW>-5-i3)\stf=- LJJJk 
ME 4 $ 91 



If i 4 1 4 -mtll/ 1 : 3 - 7*n^- 1 - h y f 1 H - [4, 3 

-b] \£Vi?>- 5-#;V**~ h VJH 80mg^ HJfeM 1 9 



iH-NMR (400 MHz, CDC1 3 ) 5 6.66 (1H, d, J = 8.5 Hz), 6.95-7.01 (1H, m) 
, 7.13-7.22 (7H, m), 7.23-7.40 (12H, m), 7.26 (1H, d, J = 8.5 Hz), 7.40 
(1H, d, J = 16.6 Hz), 8.19 (1H, d, J = 16.6 Hz). 
[0 5.5 9] 



3- \2- (3-y)V*U*7 3--^)V) tf~;H - 1 - h U ±J^z 1 H- \£=7 V 
Kfc4 9 0] 



3 — 3— K— 1 — MJ 1 H-t'^Vn [3,4-c] tfys?>-5-* 

;VjJ?- > 1; )V1 . Ogi^ g&j&ffi 1 9 4 - h \zm^tt$k~Z\ mUit&jO 3 2 
6 m g &&&*$if|& LtUfco 

iH-NMR (400 MHz, CDCI3) S 6.98-7.04 (1H, m), 7.15-7.36 (20H, m), 7.73 ( 
1H, d, J = 1.2 Hz), 8.30 (1H, d, J = 1.2 Hz). 



NC 




MtjuiL, mmvwteit&to 1 8 0 m g *&&m$m t Lxntz 



Ml&ffl 4 19-1 
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341/ 



[0 5 6 0] 

2 0-b 



3-bl IL1 



[iti 9 l] 




1 1 -mTi#t>tL£3-3- K— 1 — h 1 H-tf^Vn [4 

, 3-b] Wi?>7 3 Imgt2-t7^1/^n>i3 4 Omg&iSBIMl 
9 4 - h Kifc D/z^-C^a L> WfBlfk-fr<Hf 2 1 0 m g «r*6fe»* LT#fc 0 

iH-NMR (400 MHz, CDCI3) <S 6.66 (1H, dd, J = 1.5, 8.8 Hz), 6.94 (1H, d 
d, J = 4.4, 8.8 Hz), 7.24-7.34 (15H, m), 7.43-7.51 (2H, m), 7.80-7.85 .(1 
H, m), 7.87 (1H, d, J = 8.8 Hz), 7.97-8.02 (1H, m), 8.42 (1H, dd, J = 1. 
5, 8.8 Hz), 8.62 (1H, dd, J = 1.5, 4.4 Hz), 9.18 (1H, s). 
[0 5 6 1] 

mmm 4 2 1 - b 

3 - t7 » - 2 - 1 - h ')f 1 v'n L4_ 3-bl fcf»; 

Lt L4_9_2j 




3 ~1"7? U>- 2 -4)V- 1 - h 1 H- \£? S SU [4, 3-b] tf 

'J^>2 10mg ZU&ffl 9 -at HfcfcJ&SU 1 7 0 m g £#131 
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342/ 



iH-NMR (400 MHz, CDCI3) a 6.33 (1H, d, J = 8.8 Hz), 6.82 (1H, dd, J = 
5.7, 8.8 Hz), 7.20-7.28 (6H, m), 7.28-7.35 (9H, in), 7.43-7.48 (2H, m), 
7.79-7.84 (1H, m), 7.82 (1H, d, J = 8.8 Hz), 7.89-7.94 (1H, m), 8.08 (1H 
, dd, J = 5.7 Hz), 8.62 (1H, dd, J = 1.8, 8.8 Hz), 8.80 (1H, s). 

[0 5 6 2] 
i^4 2 2-b 

5-»no-3-t7»W>-2->f^-l-h')^-lH-tf97n T4. 
3-bl tfUvV 
ULA 9 3] 



$mW4 3 6-bt»#fc5-^nn-3-t7^1/>-2-^ )V- 1 H-tf^ 
7n [4, 3-b] \£*)*Jy 1 7 0mg*«SW3 1 - c tmU^&mL, SIB " 
3 4 0 m g LT#fc 0 
iH-NMR (400 MHz, CDCI3) 5 6.56 (1H, d, J = 8.7 Hz), 6.94 (1H, d, J = 
8.7 Hz), 7.22-7.28 (6H, m), 7.28-7.36 (9H, m), 7.44-7.52 (2H, m), 7.81-7 
.85 (1H, m), 7.87 (1H, d, J = 8.7 Hz), 7.97-8.03 (1H, m), 8.38 (1H, dd, 
J = 2.0, 8.7 Hz), 9.08 (1H, d, J = 2.0 Hz). 

[0 5 6 3] 
$B&£0 4 2 3 - b 

3 -f 7^ 2 1 - f ')f 1 H-tf 77P [4_ 3-bl U 

yy— 5 —a ivt\ y 




mum 2003-3051300 




343/ 



5-^na-3-t7^l^>-2 -4 - Y *)?-)V- 1 H-t°9V'n [4 
, 3-b] tf' J v > 2 8 0 m g * b ;vx y 8 m L , t--/h^yff'J 

*A 7 3mg. ^>V7x7 '/>fr/180uU 2, 2'-tf* (^7x^ 
^7^7) -1, l'-Ift7f;H.0 0mg, H>>* (y^>y'Jf>7-t 

mo. 3m l zn^mwLeinmsmvtzo nbtitzKfcmzmtTkmi--}* v v 

-f - («xf;l/ : ^^y= i : 3) KT*MKU IMBftW* 2 2 Om g 

1H-NMR (400 MHz, CDC1 3 ) * 4.47-4.63 (2H, bs), 6.25 (1H, d, J = 9. 1 Hz 
), 6.43 (1H, d, J = 9.1 Hz), 7.24-7.33 (15H, m), 7.39-7.48 (2H, m), 7.78 
-7.82 (1H, m), 7.83 (1H, d, J = 8.8 Hz), 7.92-7.96 .(1H, m), 8.36 (1H, dd 
, J = 1.6, 8.8 Hz), 9.06 (1H, d, J = 1.6 Hz). 
[0 5 6 4] 

mmm 4 2 4 - b 

istrU7°us*>Jj)Vtf>m (3 =±2-2. V>-2 -4 )V- 1 - h ]l±Jk— 1 H 
-e^Vn.r4. 3-bl tf')yy-5->f^ K 
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^-v>: 344/ 



UtA 9 51 



o 




Tr 
N 



N 



3-j-7?Uy-2-'( fr-l-YVT-fr-lE-^yV'u [4, 3-b] tf 
V W- 5 -4 )\/T* >2 0mg& b;i/xy3m 1 K*#$?U h 'Jxf;vr5 > 
2 0 u K v^n-7'n7t>*;v^>^^n'; KlOui ZmUX~M?i-g&l§kW 

A^n7f^7^ (ftfxf;v:Mt>=l : 4) KTffiJRU miBft^ 
^2 0mg£&S-fe&5k£: LT#7t 0 

iH-NMR (400 MHz, CDCI3) S 0.88-0.95 (2H, m), 1.03-1.12 (2H, m), 1.57- 
1.65 (1H, m), 6.64 (1H, d, J = 9.4 Hz), 7.23-7.33 (15H, m), 7.42-7.51 (2 
H, m), 7.80-7.86 (1H, m), 7.86 (1H, d, J = 8.4 Hz), 7.92-7.98 (1H, m), 7 
.96 (1H, d, J = 9.4 Hz), 8.35 (1H, dd, J = 1.8, 8.4 Hz), 8.45 (1H, bs), 
9.01 (1H, d, J = 1.8 Hz). 
[0 5 6 5] 

msm 4 2 5 - e 

1 -^>i^;i/-3-^-7 * V>- 2 -4 )V- lH-b?77n f3. 4-bl tf'J 
UHA 9 61 ' 




Bn 
N 



ttilE# 2003-3051300 
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y^hmmms 9 - e bmm%^mx*nt>*i2> 2 -^y^fr- 5 - (2-1-??- 

)V) -2H-t'77-;V-3-^f;V7r/9 0 0mg^?>, Wk&m 4 0 - e t |W| 

7 7 0 m g Lmfzo 
1H-NMR (400 MHz, DMSO-de) 5 5.81 (2H, s), 7.25-7.36 (5H, m), 7.54-7.6 



), 8.19 (1H, dd, J = 2.0, 8.7 Hz), 8.70 (1H, d, J = 2.0 Hz), 9.03 (1H, d 
, J = 2.0 Hz), 9.53 (1H, d, J = 2.0 Hz). 
[0 5 6 6] 

m^m 4 2 6 - n 

2 5 -t7 9 U>-2-4)U-4-~hW-2 H-g^V-fr- 

3-4 )1>T$ > 
LfLi 9 71 



SBiflU 2 5- eT*nbti& 2 5- (2-^7^) -2H-tf 
7V-;V-3-^^7r/6 0 0mg^i^y-;H 5 m 1 . 5 m 1 

<0»-friftfltCiM*U 7jc<$T-CM58$N V75^3 4 0 u 1 ^|TU: 0 KJSifc 

m5A^D7f^77-f- (SBftx^: ^«9->=3 : 7) -cffiRU.IR 

fBte&to 4 4 0 m g &9$*&fetHfcBA fc LT#^ 0 

iH-NMR (400 MHz, DMS0-d6) £ 5.24 (2H, s), 7.26-7.31 (3H, m), 7.33-7.3 
8 (2H, m), 7.51-7.58 (2H, m), 7.92-7.96 (1H, m), 7.97-8.01 (1H, m), 7.99 

(1H, d, J = 8.8 Hz), 8.26 (1H, dd, J = 1.6, 8.8 Hz), 8.57 (2H, bs), 8.8 
8 (1H, s), 

[0 5 6 7] 



2 (2H, m), 7.94-7.99 (1H, m), 8.04 (1H, d, J = 8.7 Hz), 8.13-8.18 (1H, m 



Bn 




mm&2 0 03-3051300 
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^-v I 346/ 



WkW 4 2 7 - n 
JiLi 9 8 ] 



2 -^^v^- 5 —1-7? 2 4 — — fnv-2 H- vf9 V— ;v 

-3— f^75 >200mg^rh9^Kn > 77>'l 0ml fc$gfl|L •x^/l' 
7r/3 0 0 uK * n n^;P^;i/^Jt^-;v 2 7 0 u l *iDx— g^fflt? 

>n7h^7>f- (i^m^f-^ : ^^t^=3 : 7) -c*tm U .^ifilfrg* 2 

1 o o m g t Lxntzo 

iH-NMR (400 MHz, DMS0-d6) 8 1.19 (3H, t, J = 7.3 Hz), 3.61 (2H, s), 4 
.14 (2H, q, J = 7.3 Hz), 5.32 (2H, s), 7.27-7.38 (5H, m), 7.53-7.61 (2H, 
m), 7.95-8.00 (1H, m), 8.02-8.06 (1H, m), 8.03 (1H, d, J = 8.7 Hz), 8.1 
7 (1H, dd, J = 1.4, 8.7 Hz), 8.72 (1H, bs), 11.02 (1H, bs). 
[0 5 6 8] 

4 2 8 - n 

2 5- + 7 9U>- 2 -J)l>- 2H-tf7'/^-3. 4 —i?T ^ 




o 



fcBtiE#2 003-3051300 




^-■3>: 347/ 



.2 5 VV- 2 -^f;v-4 bny-2 H-fc?7 lA-* 

-3-W;^T5 >2 0 Omg^^^/-;vrf7t Kn 7 9 voS-frjMlfclciM* 
U A'7y^A-Ml 0 0mg=S:Snx.. 7jcm#B^T> HtffiHTJET? 2 
Lfc 0 £J6fc*-fe?>r h£«U «ET»«E*«*U tM&ffr&Hf 1 9 0 m g £ 

iH-NMR (400 MHz, DMS0-d 6 ) 8 3.45 (2H, bs), 4.77 (2H, bs), 5.16 (2H, s 
), 7.19 (2H, d, J = 7.1 Hz), 7.22 (1H, t, J = 7. 1 Hz), 7.30 (2H, t, J = 
7.1 Hz), 7.41 (1H, bt, J = 7.9 Hz), 7.45 (1H, bt, J = 7.9 Hz), 7.82 (1H, 

d, J = 8.8 Hz), 7.83 (1H, d, J = 7.9 Hz), 7.86 (1H, d, J = 7.9 Hz), 8.0 
5 (1H, dd, J = 1.6, 8.8 Hz), 8.38 (1H, dd, J = 1.6 Hz). 

[0 5 6 9] 
fijifti 4 2 9 - n 

1 3 =±7*. 2 zzdJk= 1 H-lf^ % /n T3. 4-bl £g 

[1L5 0 01 



Bn 




2 y 5 - i- 7 9 V V - 2 - << )V- 2 H - H° 9 V- ^- 3 , 4 - v T 

3>190mg£^*y-;H 0ml fc&ASU ^4 0 1 

0 0 u 1 fcinx., MfflL-e5I^Wa^L7to ^&£2fcfcSm^M::fl*BBU 



ffifiE#2 003-3051300 
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: 5) «L> m&it&bl 8 0mg^f«tU#/:o 

1H-NMR (400 MHz, CDCI3) a 5.80 (2H, s), 7.26-7.36 (3H, m), 7.42-7.47 

(2H, m), 7.48-7.55 (2H, m), 7.85-7.90 (1H, m), 8.02 (1H, d, J = 8.4 Hz), 

7.99-8.04 (1H, m), 8.53 (1H, d, J = 2.1 Hz), 8.55 (1H, dd, J = 1.7, 8.4 

Hz), 8.70 (1H, d, J = 2.1 Hz), 9.08 (1H, s). . 

[0 5 7 0] 
WJ4 3 0-n 

1 -^/^-3-t7»l/>- 2 1 H-tf^VP L3_ 4-bl tfg 

Iib-5 0 11 



»4 2 (2-^>y;V- 5-^7^ V>- 2 -'f 4 

> n v - 2 H - V-;V- 3 — >f ^7 ^ J ) -WfWL^^ 5 0 m g &"r h 9 t: 
Kn77>5ml CML> th'J^An^/K (2 8%) 
3 Omg^inx., sotti o^m&nf&bfco ^fcfc^SteBMfc^/W::43* 

set, *m*ttiffiu tK^l/zo *r«w*«»^^v^AT?«aftu mjet 

•9->=l : 1) atl&f&fr*^ 2mg«fM*fcLT#fe. 

iH-NMR (400 MHz, DMSO-dg) S 5.38 (2H, s), 7.24-7.31 (3H, m), 7.31-7.3 
6 (2H, m), 7.50-7.56 (2H, m), 7.90-7.95 (1H, m), 7.99-8.04 (1H, m),8.02 
(1H, d, J = 8.8 Hz), 8.21 (1H, bs), 8.39 (1H, dd, J = 1.4, 8.8 Hz), 8.91 

(1H, d, J = 1.4 Hz). 

[0 5 7 1] 



HOOC 




BWE^2 0 0 3- 3051300 
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^-v : 349/ 



*HiflI4 3 1 - n 

1—^^-3— J- 7 » W-2-^;V- 1 H-fcT^/P f3. 4-hl fcf-=r 
UY,5 Q 2] 



1 -^>> ? ;i/-3-^- , 7^1/>-2-^;V- 1 H-\£yy*u [3, 4-b] fef 
7^>-5-*^>H2 0mg^N,N-y^W;VA7< K 5 m 1 
U ^Bfe*U^A lOmg, iM^^2 0ul «r*Px.^2&^3^FM«^uife 

(S^m^^:^^«9->=1 : 10) '^ttSU «Eft^2 0mg 

1H-NMR (400 MHz, CDCI3) £ 4.07 (3H, s), 5.65 (2H, s), 7.25-7.36 (3H, 
m), 7.40-7.44 (2H, m), 7.45-7.52 (2H, m), 7.82-7.87 (1H, m), 7.93 (1H, d 
, J = 8.5 Hz), 7.96-8.01 (1H, m), 8.27 (1H, s), 8.48 (1H, dd, J = 1.5, 8 
.5 Hz), 8.97 (1H, s). 
[0 5 7 21 

nmm 432-n 

3- \2 - (3-7^P7x^) -lf~;i/l -lH-tfvVP U. 3-b 
1 kPJ v>-5-ft;V;K~MJ;l/ 
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003-000153 
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[IE 5 0 31 




F 



MM 4 1 8-m-e#7^fiM^>3 - [2- (3-7;vtn7x-;l/) -kf~;V 
] - 1 - M>^;V- 1 H-fcf^/n [4, 3-b] t?';^>-5-*M-h'J 
;H 8 0 m g 34-bt IStfi^S U ^fS'ffc^t/ 6 0 m g £$^£.$3* 

1H-NMR (400 MHz, CDCI3) a 7.00-7.06 (1H, m), 7.35-7.40 (2H, m), 7.40- 
7.45 (1H, m), 7.47 (1H, d, J = 16.9 Hz), 7.72 (1H, d, J = 8.5 Hz), 7.95 
(1H, d, J = 8.5 Hz), 8.25 (1H, d, J = 16.9 Hz). 
[0 5 7 3] 
»J4 3 3-m 

3- T2- (3-7)V*Xiy^-)V) '-fcT-;i/l -lH-tf^/P U. 3-b 

1 \£n v>- 5 -jj)vtf>m 

L ttLS 0 4] 



3- [2- (3-7;l/tn7x^) -tf^;l/] -lH-tf^V'n [4, 3- 
b ] tfy 5 b'J;H0mg £|£»ll 3 7 - a t H^&^&tr&k 

St. HfBltl» 3 6 m g &«i$S^ Ltffco 

1H-NMR (400 MHz, DMS0-d6) 8 7.14 (1H, bt, 8.5 Hz), 7.44 (1H, dt, 6.2, 
7.7 Hz), 7.50 (1H, bd, 7.7 Hz), 7.57 (1H, bd, 8.5 Hz), 7.61 (1H, d, J = 
16.6 Hz), 8.09 (1H, d, J = 8.8 Hz), 8.14 (1H, d, J = 8.8 Hz), 8.19 (1H, 
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^-v*: 351/ 



d, J = 16.6 Hz), 13.07 (1H, bs), 13.68 (1H, bs). 
[0 5 7 4] 

mmmA 34-1 

3- T2- (3-7^n7i^V) e^jk] -lH-tfvVn T3.4-c1 

'j v y - 5 - # frtf >m 

[ft 5 0 5 ] 



7n [3 , 4 - c ] tfU v>- 5 M;/l/87mgJ:tK 3 4 - 



d, J = 14.4, 8.0 Hz), 7.57 (1H, d, J = 8.0 Hz), 7.58 (1H, d, 16.4 Hz), 7 

.69 (1H, d, J = 10.4 Hz), 7.79 (1H, d, J = 14.4 Hz), 8.89 (1H, d, J - 1. 
2 Hz), 9.07 (1H, s). 
[0 5 7 5] 

mnm* 3 5- a 

3 -^-7* 2 1 H-^°77n r3.4-c1 tf 5-ft;V 

[it 5 0 6 ] 




3- [2- 



(3-7Hn7x-xJk) fcf-;v] -l-h'JfiV-lH-tfy 



1H-NMR (400 MHz, DMSO-Dg) 8 7.11 (1H, td, J = 8.0, 2.0 Hz), 7.42 (1H, d 




ffitE#2 003-3 0 5 1300 



#1^2 0 0 3-0 0 0 1 5 3 ^ 

W • 

3-1-7*l'>-2-'< )V- 1 H-tf^Vn [3, 4-c] euy>-5-*^ 

iH-NMR (400 MHz, DMS0-D 6 ) S 7.52-7.63 (2H, m), 7.93-8.23 (4H, m), 8.59 
(1H, s), 8.88 (1H, s), 9.20 (1H, s). 
[0 5 7 6] 
^«!U3 6-d 

5-^an-3-t7^>-2-^^-lH-b°7'/n T4. 3-bl tf'Jy 
HK5 0 7] . 



H 




m&M4 2 1 - d"e#3t 3-i-7 9 ls>- 2-4 )V- 1 - > »;*•>!/- 1 H-tf 
5Vn [4, 3-b] tfi;^> 4-t J pyK17 0mg(Of;Vi , /i$2ml 

jcm-c**-^^ 1 ; > 1 9 o u i £unx.> saim o - d Kmctt&x-mm 

iH-NMR (400 MHz, CDC1 3 ) 5 7.38 (1H, d, J = 8.9 Hz), 7.48-7. 55 (2H, m) 
, 7.83 (1H, d, J = 8.9 Hz), 7.85-7.90 (1H, m), 7.97 (1H, d, J * 8.9 Hz), 
8.01-8.06 (1H, m), 8.52 (1H, dd, J = 1.8, 8.9 Hz), 9.08 (1H, d, J = 1.8 
Hz). 

[0 5 7 7] 

mm 4 3 7 - e 

3-t7^>-2-^^-lH-H , 7ya [3. 4-bl \£VVy-5-iJ)V 



fcttfDE# 2003-3051300 




t-'J : 353/ 



5SB£#!I4 2 5-eTi#7tl-^>^;V-3-^7^l^>-2-^;l'-lH-H 0 
7 7n [3, 4-b] \£VV>-5-*)l'#~YV)\'5 0 0rag^IM4 2 9 

^H2 3 0mg *«atfe»*fc Lt#S £ 6 TI2H»J 4 3 8 - e IB«tf> 
3 -^7* 2 -^f;i/- 1 H-fcf7Vn [3, 4-b] ey^>-5-*/U 

^h'j;v2 0mg fc^fe** trffco 

iH-NMR (400 MHz, DMS0-d6) * 7.55-7.60 (2H, m), 8.08 (1H, d, J = 8.5 H 

z), 8. 14-8. 19. (1H, m), 8.18 (1H, dd, J = 1.5, 8.5 Hz), 8.59 (1H, s), 9.0 

9 (1H, d, J = 1.5 Hz), 9.12 (1H, d, J = 1.5 Hz), 13.25-13.40 (1H, bs), 1 
4.25 (1H, bs). 

[0 5 7 8] 
mm 4 3 8 - e 

3-t7^V>-2-^V-lH-t:'7yp T3. 4-bl tf')y>-5-^^ 
[i t5 0 9] 




iH-NMR (400 MHz, DMS0-d6) 8 7.55 (1H, bt, J = 8.4 Hz), 7.58 (1H, bt, 
J = 8.4 Hz), 7.96 (1H, bd, J = 8.4 Hz), 8.05 (1H, d, J = 8.4 Hz), 8.15 ( 
1H, bd, J = 8.4 Hz), 8.23 (1H, dd, J = 2. 1, 8.4 Hz), 8.69 (1H, d, J = 2. 
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^-V l 354/ 



1 Hz), 8.93 (1H, d, J = 2.1 Hz), 9.47 (1H, d, J = 2.1 Hz), 14.35-14.60 ( 
1H, bs). 

[0 5 7 9] 
mMM 4 3 9 - n 

3 =±7_£ Vy-2 1 H-fc?9 \tu T3. 4-bl bf^V 
r<K5 1 01 



mikm* 2 9-n-e#fzi-^>v;i/-3 -^- > 7^ix>'-2-^;V'-iH-e 
[3, 4-b] ^^P>5 0mgt\£W^mm&l. . 0 g<DU^^2 

^•9->=3 I 7) ttiSL, ^fSfl^t^ lmg^If^fcUfc 
• 1H-NMR (400 MHz, DMS0-d6) d 7.52-7.59 (2H, m), 7.93-7.98 (1H, m), 8.0 

2- 8.07 (1H, m), 8.06 (1H, d, J = 9.0 Hz), 8.50 (1H, dd, J = 1.4, 9.0 Hz) 
, 8.67 (1H, d, J = 2.0 Hz), 8.78 (1H, d, J = 2.0 Hz), 9.06 (1H, s), 14.2 
7 (1H, bs). 

[0 5 8 0] 
IiW4 4 0-n 

3- ^-7*Vy-2-J)V- 1 H-e7'/P T3. 4-bl £g W - 5 -*> JV 




mtiE# 2003-3051300 




^-v! 355/ 



fBtfllU 3 1 - n 1 3 - 1 7 ^ - 2 - ^V- 1 H - b s - 

yy"u [3, 4-b] \£?i?>- 5 ^f;H 5 0mg^ii4 
39-ni R&fc^ft-C&SU WSMk&ltD 5 4 m g LT#/c 0 

1H-NMR (400 MHz, CD 3 0D) <J 7.52-7.58 (2H, m), 7.88-7.93 (1H, m), 7.93- 
7.99 (1H, m), 7.98 (1H, s), 8.00 (1H, d, J = 9.1 Hz), 8.24 (1H, d, J = 9 
.1 Hz), 8.72 (1H, bs). 
[0 5 8 1] 

mmm 441-a 

3- (3-7n/tD7x^) -5-^ h^v-lH-bi^^n f4. 3-bl 
[iL5 121 



H 




SK&#I2 2-btH/:3- (3-7Wn7x^) -5-*nn-l- > 
'Jf;KlH-t: 4 7y 4 n [4, 3-b] f'J^>3 5mg*^^/-;V2ml{: 
mmu m;^;vt^>2 0 u 1 fuumM^frl 5 u 1 ^rinx.1 6B#Kin 
^m^L7^ 0 BO&^^KMU MET?«£^*U »^na^> 
3 m 1 KMM Ltio hV7 fr* 0 . 5ml ZIMtLWBl? 3 0 U ffc 



fcBSE# 2003-3051300 
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i-V: 356/ 



ifL, tM&ffrfrft 7 . 2 5 m g LT#fc 0 

iH-NMR (400 MHz, CDCI3) 5 4.08 (3H, s), 6.88 (1H, d, J = 9.1 Hz), 7.0 
8 (1H, dt, J = 2.5, 8.1 Hz), 7.46 (1H, dt, J = 6.2, 8.1 Hz), 7.71 (1H, d 
, J = 9.1 Hz), 8.29 (1H, bd, J = 8.1 Hz), 8.32 (1H, bd, J = 11.0 Hz). 

[0 5 8 2] 
mMM4 4 2- a 

mMM3 7-a~e&btitz3- (3-7Wn7x^) -lH-tf^V'n [4 
, 3-b] \£Vi?y-5-%A'tfl'WtbU*<OT$ >*mJMW4: 4-e tmm% 
■fi&'Zffi&L, mmm 443-a~446-a £#£ 0 

[0 5 8 3] 
i»J4 4 3-a 

3- (3-7)j>±W7^~)V) -1H-If7'/P U. 3-bl tfiJv>-5- 
[4b5 13] 



MS (ESI)m/z 314 MH+ 

[0 5 8 4] 
MMffl 4 4 4 - a 

3- (3-7MP7x^) -lH-bfvVn f4. 3-bl 
Mb 5 1 4] 



iH-NMR (400 MHz, DMS0-d6) d 1.44 (3H, d, J = 7.5 Hz), 4.99 (1H, dq, J 



H 




H 
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= 7.5 Hz), 7.28 (1H, dt, J = 2.4, 7.9 Hz), 7.27 (1H, bs), 7.59 (1H, dt, 
J = 6.0, 7.9 Hz), 7.64 (1H, bs), 8.13 (1H, bd, J = 9.0 Hz), 8.25 (1H, b 

d, J = 9.0 Hz), 8.29 (1H, dd, J = 2.4, 10.5 Hz), 8.39 (1H, bd, J = 7.9 H 

z), 8.83 (1H, d, J = 7.5 Hz). 

MS (ESI)m/z 328 MH+ 
[0 5 8 5] 

^J4 4 5-a 

3- (3-y)i<*v7x.-)V) -lH-fcTyy*n U. 3-bl H°'/y>-5- 
HL5 15] 



1H-NMR (400 MHz, CD3OD) d 3.95 (1H, dd, J =4.7, 11.2 Hz), 4.05 (1H, 
dd, J = 4.4, 11.2 Hz), 4.66 (1H, bt, J = 4.7 Hz), 7.14 (1H, dt, J =2.6, 
8. 6 Hz) , 7. 56 (1H, dt, J = 6. 0, 8. 0 Hz) , 8. 16 (1H, d, J = 8. 8 Hz) , 8. 22 
(1H, d, J = 8.8 Hz), 8.23 (1H, bd, J = 10.5 Hz), 8.47 (1H, bd, J = 8.6 
Hz). 

MS (ESDm/z 344 MH+ 
[0 5 8 61 

mmm 4 4,6- a 

3- (3-y)v*uy^-)v) -lH-tf^/a n. 3-bl \zW>-5- 
Jjjistf^m ( 1 -ii )V/^4 )V- 2 -v^^;i/-j.^;v) -T5 K 
[flS5 1 6] 



H 
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iH-NMR (400 MHz, DMS0-d 6 ) S 3.15 (1H, dd, J = 8.4, 13.9 Hz), 3.22 (1H 
, dd, J = 5.5, 13.9 Hz), 4.66 (1H, dt, J = 5.5, 8.4 Hz), 7.16 (1H, bt, J 



2.8, 7.9 Hz), 7.38 (2H, d, J = 7.4 Hz), 7.60 (1H, dt, J = 6.2, 7.9 Hz), 
7.66 (1H, bs), 8.04 (1H, bd, J = 9.0 Hz), 8.20 (1H, bd, J = 9.0 Hz), 8.2 
9 (1H, bd, J = 10.5 Hz), 8.36 (iH, bd, J = 7.9 Hz), 8.63 (1H, d, J = 8.4 
Hz). 

MS (ESI)m/z 404 MH+ 
[0 5 8 7] 

nmm 447-d 

H»J4 3 5- dX-nhftfz3 -±y ? Vy-2 1 H-fef 97n [3, 
4-c] \SVi?>-5-*)l'tf>m.£U*<DT$y*$mM4 4 - e t [e\Mtt 

m-?m&u mmm4 4 8-a~4 5 i-d£#£ 0 

[0 5 8 8] 

Z-1-7*Vy-2-J )V- 1 H-tf^'/P f3.4-c1 \zVi/>-5-*)l< 

m>m v » g -7°p ^ f 

[lt5 17] 



MS (ESDm/z 329 MH+ 
[0 5 8 9] 

mmm 4 4 9 - a 

3-^-7*1^-2-^-1??-^^ r3.4-cl \£W>-5-iJ)V 



= 7.4 Hz), 7.23 (2H, bt, J = 7.4 Hz), 7.23 (1H, bs), 7.30 (1H, dt, J = 
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[4b5 1 8] 



N 




H 

N 



MS (ESI)m/z 369 MH+ 
[0 5 9 0] 

ggfflfctil 4 5 0 - d 

3-^7*l^-2-^;V-lH-ti7.y*P T3.4-C1 fcfijy>-5-^^ 
jj^M r (S) - 1 -fc KQ^ry^f^ - 2 - ^f^-/aif;v] T3K 
Hfc5 19] 



MS (ESI)m/z 375 MH+ 
[0 5 9 1] 

5 1-d 

3 -t7» V>-2 1 H-bf^VP r.3.4-c1 gjj 2 >~ 5 -ft/V 
j£> a?" f (S) -2-HKP#^l-7x^x^l K 
[<fc5 2 0] 



H 




H 




MS (ESI)m/z 409 MH+ 



tB!E#2 003-3051300 
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360/ 



[0 5 9 2] 

H#S#U4 5 2 -m 

4 3 3 -mTi# hfifz3- [2- ( 3 - 7 u y -fcf~;v] - 

lH-t°7/n [4, 3-b] kfV v>- 5-*;^>g|^07 5 
&]4 4 - e tmntt&X«M&L, »f!l4 5 3-m~4 6 3 -m<^h£-%£t# 

[0 5 9 3] 

iW4 5 3 -m 

3- T2- (3 --7)V*uy -lf~;H -lH-lfvV'P U. 3-b 

Ht5 2 1] 




MS (ESI)m/z 323 MH+ 

[0 5 9 4] 
I*l»!l4 5 4 -m 

3- \2 - (3-7^tn7x^;l/) 



-fcT-Jl/1 -lH-fc°vV*D U. 3-b 



1 *J>-5-jj)\s#>Wl (77>-2-^f;Mf;i/) 



[4fc5 2 2] 




MS (ESI)m/z 363 MH+ 
[0 5 9 5] 
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^-i?: 361/ 



5 5 — m 

1 2 - (3 -^V^P?^-;!/) -tf~;i/l -lH-tj°7'/D U. 3-h 



1 bfUy^-5-:frJv#r^i 

_§Ji 
[4fc5 2 3] 



(rh7tlKn-77>-2-^JV^f^) — T 




MS (ESI)m/z 367 MH+ 

[0 5 9 6] 
H#5M4 5 6 -m 

3- \2- (3-7)\/*uy*~)V) 



-tf-jH -ih-h°7'/p U. 3-b 



1 bfi J^>-5-ft;wi?>i£ (2-r>b^;vT^y-j.-f-;M -t^k 



[<b5 2 4] 




MS (ESI)m/z 368 MH+ 

[0 5 9 7] 
Hi^J4 5 7-m 

3- \2 - (3--7)\s±U7x.^.)V) zJg^jVj -lH-b°v7P T4. 3-h 
1 \£Wz/-5-j])Vtfz/m ( 1 - E Fp y ^ f 2 - ^ f ji/ - if ;v 
) -T3 K 



WiE# 2003-3051300 




^-v: 362/ 



MS (ESI)m/z 369 MH+ 
[0 5 9 8] 

ii^4 5 8 -m 

3- T2- (3-y)V^ruy^^)V) -fcf-;l/| -lH-^v'n f4. 3-b 
1 b''J^>-5-^;vr/i (2-bKn^ry-l-7x^V-xf;l/) — T 

Kt5 2 6] 



H 




MS (ESI)m/z 403 MH+ 
[0 5 9 9] 

5 9 -m 

3- f2- (3 -yfr*U7x.-n,) -tf~;H -1H-H'7-/Q T4. 3-b 
HK&2 7] 



H 




mmE# 2003-3051300 



Jft^ 003-000153 ^ ^- V 

MS (ESI)m/z 374 MH+ 

[0 6 0 0] 
H»!l4 6 0-m 

3- T2- (3-7^D7x^) -Tf-Jl/l -1H-WP f4. 3-h 

1 Wyy-s-ij)Vtf>m {±±2. )V*1-)V) — t ^ K 

Mfc 5 2 8 ] 



H 




MS (ESI)m/z 379 MH+ 

[0 6 0 1] 
HW84 6 1 -m 

3- T2- (3-7^tn7x^) -tf~;l/l -lH-H'^/D JL4_ 3-b 
1 'gij-y>-5-ft;m?>lfe (i -;ft;w?^;i/-2 -y - 
T 5 K 
[ft 5 2 9] 



H 




MS (ESI)m/z 430 MH+ 

[0 6 0 2] 
HJfeflJ4 6 2 -m 

3- T2- (3-7;i/ta7x^i/) -tf^jul -lH-fcf^/p U. 3-b 

mtE# 2 0 03-3051300 




I 364/ 



MS (ESI)m/z 370 MH+ 

[0 6 0 3] 
HJfcflH 6 3 -m 

3- T2- (3-7Mn7x^V) ^tf~;H -lH-bf^^/P f4. 3 - b 
Mb 5 3 1] 



H 




MS (ESDm/z 354 MH+ 
[0 6 0 4] 

mmm4 6 4- 1 

^»J4 3 4- 1 X»&btlfz3- [2- (3-7WD7x^) - 1 

H-H°7V*n [3,4-c] tfV^^-S-^^V^^^t^coT^ ^^^#U 

4 4 - e tmw.%-%m-em&L, mmm* 6 5 - 1 ~4 6 9 - 1 <Dik-$m*'mz 

o 

[0 6 0 5] 

mrnm 4 6 5 - 1 

3- \2- (3 -7 )VjrU*7 £=Jd -lH-tf^VP f3.4-c1 

gi; 5 y»n7'PlfJV7^ K 



ffitE# 2003-3051300 
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F 



MS (ESDm/z 323 MH+ 
[0 6 0 6] 

mMn 4 6 6-i 

3- 12- (3-7;vtn7x^v) fcf~;i/l -lH-fcfvy*p T3.4-c1 
[ft5 3 3] 



H 




F 



MS -(ESDm/z 363 MH+ 
[0 6 0 7] 
HMM4 6 7- 1 

3- T2- (3 -7)V*uy 3.=.)l<) g^jkj -lH-fcfvV'P f3.4-c1 

r (s) -i-^Kp^y^^-2-^f;v7°p 

Mb 5 3 4] 



H 




ffifE# 2003-3051300 



iS2 003-0001 5.3 ^-v> : 366/ 



MS (ESI)m/z 369 MH+ 
[0 6 0 8] 

4 6 8 -1 

3 - f2- (3-7^Q7x^) H^jk] -!H-tf97P r3.4-c.1 
Ht5 3 5] 




F 

MS (ESI)m/z 403 MH+ 
[0 6 0 9] 
gjftflU 6 9-1 

3- 12- (3-7)V*U7 g^jkJ - 1 H-tf^y*P T3. 4-cl 

tfjj *Jl/- 5 -ftJUffViE r (S) -l-a>/^>fA/x^1 T5K 
Kb 5 3 6 ] 




F 

MS (ESI)m/z 354 MH+ 
[0 6 10] 

Id&fiU 7 0-e 

H»J4 3 7-e-e#^tLfc3-^- , 7^l/>-2--f 1 H - tf 9 7n [3, 
4-b] If y 5 -3&^#VgRta^OT5 >t^i*W4 4 - e t|W|^^^ 

Brelfrg-U 471-e-4 7 7-e Oj^»*t#/: 0 

{±ifE#2 003-3051300 



fB2 003-000153 



^-v : 367/ 



[0 6 11] 

Hi&M4 7 1-e 

3--t--7^l^>-2-^f;v- 1 H-tfvVn L3_, 4 -hi fcTiJy^-5-ft;^ 
Ht5 3 7] 




MS (ESI)m/z 329 MH+ 
[0 6 12] 

3--f-7? U>-2-4^-lK-^^Vu r.3. 4-bl liUy>-5-^;V 
*~>1£ (7^>- 2 — T ^ F 
Mb 5 3 8 ] 




MS (ESI)m/z 369 MH+ 
[0 6 13] 

mmm* 73-e 

3-f7^k'/-2-^f;V-lH-h'7'/n f3. 4-bl £ y 5 ^ 



miE# 2003-3051300 




: 368/ 



MS. (ESI)m/z 373 MH+ 

[0 6 14] 
mMW4 7 4-e 

3- + 7'*U>-2-4*>-n}-\£?Vu T3. 4-bl tf';^>-5-^;l/ 
[4t 5 4 0 ] 




MS (ESI)m/z 374 MH+ 

[0 6 15] 
Ii^lJ4 7 5-e 

3 -±7 9 2 -4)]/- 1 H-feTvy*n f3. 4-bl *J v>- 5 -ft ;i/ 

#T>g£ ( e U 2 > ~ 3 - 4 )UX ±)V) —T< K 
Ut5 4 1] 




MS (ESI)m/z 380 MH+ 
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^-vl 369/ 



[0 6 16] 

mfaM 4 7 6 - e 

3-t7^i/>-2-^;i/-iH-^77n r.s. 4-bl e')^y-5-i&^ 
aK>»? (1 -fc Kn^y)jf)V-2-^f;i/--/nt:» -rs K 
Hb5 4 2] 



MS (ESI)m/z 375 MH+ 
[0 6 17] 

mmm 477-e 

3-t7»l/V-2W^-lH-e^/P T3. 4-bl e')y>-5-^ 
Mb5 4 3] 



MS (ESI)m/z 385 MH+ 

[0 6 18] 
£16014 7 8-b 

i/^u-fu^yjj )V^-ym (3 — 17» i^- 2 ->f ;v- l H-tfvVn U 
. 3-bl fc°'jv>-5-^;M TJJf 





ffilE# 2003-3051300 
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2 4 - b "eft hiUtis 9 nyo/r/*;v^>| . (3 --J-?? 

2- ^;v-l-h'jf;v-iH-t°7yn [4, 3-b] e»; 5 ->f/u) 
75 K2 0mg?r«M3 4-b ^IWI^^-elM^i-^ittcJ: ^fB-fb 
-&J»9. lrngSritfe^fc LT#£o 

1H-NMR (400 MHz, CD3OD) 5 0.89-0.95 (2H, m), 1.00-1.15 (2H, m), 1.96- 
2.04. (1H, m), 7.45-7.54 (2H, m), 7.84-7.90 (1H, m), 7.93 (1H, d, J = 8.9 

Hz), 7.97 (1H, d, J = 9.2 Hz), 7.97-8.03 (1H, m), 8.25 (1H, d, J = 9.2 
Hz), 8.49 (1H, dd, J = 1.9, 8.9 Hz), 9.11 (1H, s). 

[0 6 19] 
H«!I4 7 9-b 

7 7>-2-^;vr/i (3 -1-7* yy- 2 — f;v-iH-e^y*n U. 

3- bi e'jy>-5->f^ ?$k 

L1L5 4 51 



H 




2 3 -bt*#£>*L*:3 \—f*7 9 \sy-2 l-h Vf-fr- 1 H 

-fcf^Vn [4, 3-b] l: 'J - 5 - ^;vr r/ 2 0 m g i: 7 7 > - 2 - ^ 
^>^n'J KSr&ygflH 2 4-b fcRiaiftifrfe-eRJSS-fr, ^T^i«3 
4-bk Ntttcftftff U 10. 3 m g &&ffi&fiNI LTftfc, 

■ 1H-NMR (400 MHz, CD3OD) a 6.69 (1H, dd, J = 1.9, 3.5 Hz), 7.39 (1H, dd, 



tUfE#2 003-3051300 
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# 



i-v : 371/ 



J = 0.8, 3.5 Hz), 7.46-7.54 (2H, m), 7.81 (1H, dd, J = 0.8, 1.9 Hz), 7. 
86-7.90 (1H, m), 7.95 (1H, d, J = 8.5 Hz), 8.02-8.05 (1H, m), 8.05 (1H, 
d, J = 9.5 Hz), 8.34 (1H, d, J = 9.5 Hz), 8.47 (1H, dd, J = 1.5, 8.5 Hz) 
, 9.10 (1H, s). 

[0 6 2 0] 
mm 4 8 0 - b 

N- (3-t7j>l/>-2->f/l/-lH-lf9yn U. 3-hl \£V*J>-5 
[1L5 4 61 



^JfeflU 7 9-b mtt&^tt-e, 3-t7^1/> T 2-'f^-J - 
-lH-t?7Vn [4, 3-b] v^- 5 -j)VT^ > 2 0m g bT^)V 

\?frhm$tfk&fo 9 . 4 m g zm&ffigk t vxmzo 

!H-NMR (400 MHz, CD 3 0D) a 2.24 (3H, bs), 7.45-7.53 (2H, m), 7.85-7.89 ( 
1H, m), 7.93 (1H, d, J = 8.7 Hz), 7.96-8.00 (1H, m), 7.98 (1H, d, J = 9. 
1 Hz), 8.27 (1H, bd, J = 9.1 Hz), 8.48 (1H, dd, J = 1.6, 8.7 Hz), 9.10 ( 
1H, s). 
[0 6 2 1], 

mmm 4 8 1 - b 

N- (3-t7^V>-2-^;V-1H-e7V < P U. 3-hl tf'J^-5 
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# 



I 372/ 



Hh5 4 71 




HifcflK 7 9-b 3-f-7^ix>-2--f;w-i-h i ;f-;i/ 

-lH-e^Vn [4, 3-b] M V 5 -4 )VT 5 > 2 0 m g £ 2 

7 oc yf^m^ n y K^fclRSBfl:^ 11. 6 m g ZMtefaM, t Lt#^ 0 
iH-NMR (400 MHz, CD 3 0D) a 4.06(2H, s), 6.99 (1H, dd, J = 3.6, 5.1 Hz), 
7.07 (1H, dd,. J = 1.2, 3.6 Hz), 7.31 (1H, dd, J = 1.2, 5.1 Hz), 7.46-7.5 
4 (2H, m), 7.86-7.90 (1H, m), 7.94 (1H, d, J = 8.5 Hz), 7.97-8.03 (1H, m 
), 7.99 (1H, d, J = 9.1 Hz), 8.28 (1H, d, J = 9.1 Hz), 8.49 (1H, dd, J = 

1.7, 8.5 Hz), 9.11 (1H, s). 

[0 6 2 2] 
^»J4 8 2-b 

3-t7^>-2W^-lH-H'7'/n [4. 3-bl ;i/ 
T 5. Is 
Hh 5 4$] 



m&$H 2 3 -b^%hfctz3 -±7 * V> - 2 - J ;v-l-f'Jf;V-lH 
-t?7V*n [4, 3-b] fefU s Jy- 5-4)VT$. y 1 5mg^i^J3 4-b 

iH-NMR (400 MHz, CD3OD) 8 6.79 (1H, d, J = 9. 1 Hz), 7.44-7.52 (2H, m), 
7.74 (1H, d, J = 9.1 Hz), 7.84-7.88 (1H, m), 7.93 (1H, d, J = 8.7 Hz), 7 
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.93-7.97 (1H, m), 8.32 (1H, d, J = 8.7 Hz), 8.86 (1H, bs). 
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